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PMID- 1369797
OWN - NLM
STAT- MEDLINE
DA  - 19950907
DCOM- 19950907
LR  - 20061115
IS  - 0893-3952 (Print)
IS  - 0893-3952 (Linking)
VI  - 5
IP  - 6
DP  - 1992 Nov
TI  - Immunocytochemical characterization of male breast cancer.
PG  - 621-5
AB  - Biologic properties of breast cancer in men that might reflect alterations in
      pathogenesis from the disease in women were examined. We studied 22 tumors from
      males, 18 invasive carcinomas, three of which were papillary, and three in situ
      tumors of which one was papillary, and one papilloma. Our data support the
      previously reported high incidence of papillary carcinoma in men. Estrogen
      receptor status and the expression of cancer-associated antigens recognized by
      antibodies DF3, B73.2, SP-1, and c-erbB-2 were compared to matched tumors from
      females. Immunocytochemistry was performed on formalin-fixed, paraffin-embedded
      sections using standard avidin-biotin techniques; anti-PSA was used to exclude
      the possibility of metatastic prostate cancer, and 12 cases of gynecomastia were 
      included as nonmalignant controls. The incidence of estrogen receptor positivity 
      was higher in tumors from males (73%) than from females (54%), as has been
      reported previously. The range of expression of all breast cancer antigens tested
      in male tumors was similar to that observed in females, but some interesting
      differences were noted. With the exception of the anti-mucin DF3, all the
      antibodies reacted only with neoplastic tissues. Expression of the oncoprotein
      c-erbB-2 was lower (17%) in males than in females (33%), despite the
      preponderance in men of the large-cell type carcinomas that have been associated 
      with c-erbB-2 expression. Unexpectedly, the pregnancy-associated hormone detected
      by SP-1 was expressed in 33% of tumors from males and, in contrast to females,
      was found in less differentiated tumors.
AD  - Department of Pathology and Laboratory Medicine, University of South Florida,
      Tampa.
FAU - Dawson, P J
AU  - Dawson PJ
FAU - Paine, T M
AU  - Paine TM
FAU - Wolman, S R
AU  - Wolman SR
LA  - eng
PT  - Journal Article
PT  - Research Support, Non-U.S. Gov't
PL  - UNITED STATES
TA  - Mod Pathol
JT  - Modern pathology : an official journal of the United States and Canadian Academy 
      of Pathology, Inc
JID - 8806605
RN  - 0 (Antigens, Neoplasm)
RN  - 0 (Receptors, Estrogen)
SB  - IM
MH  - Adult
MH  - Aged
MH  - Antigens, Neoplasm/metabolism
MH  - Breast Neoplasms, Male/*metabolism/*pathology
MH  - Carcinoma in Situ/*metabolism/*pathology
MH  - Carcinoma, Papillary/*metabolism/*pathology
MH  - Female
MH  - Humans
MH  - Immunohistochemistry
MH  - Male
MH  - Middle Aged
MH  - Neoplasm Invasiveness
MH  - Receptors, Estrogen/metabolism
MH  - Retrospective Studies
EDAT- 1992/11/01
MHDA- 1992/11/01 00:01
CRDT- 1992/11/01 00:00
PST - ppublish
SO  - Mod Pathol. 1992 Nov;5(6):621-5.

PMID- 1483031
OWN - NLM
STAT- MEDLINE
DA  - 19930217
DCOM- 19930217
LR  - 20061115
IS  - 1053-4245 (Print)
IS  - 1053-4245 (Linking)
VI  - 2
IP  - 4
DP  - 1992 Oct-Dec
TI  - Indoor concentration levels of selected pollutants and household characteristics.
PG  - 477-85
AB  - As part of a large health effect-related human exposure study conducted in the
      city of Zagreb, Republic of Croatia (Sega and Fugas, 1987), NO2, NH3, HCHO, and
      settled dust concentrations were measured during winter and summer periods in the
      kitchens and living rooms of 90 homes throughout the city. Characteristics of
      households and household members were recorded and correlated with the pollutant 
      concentration levels. The results indicate that household characteristics may be 
      useful for predicting human exposure to air pollutants.
AD  - Institute for Medical Research and Occupational Health, University of Zagreb,
      Croatia.
FAU - Sega, K
AU  - Sega K
FAU - Fugas, M
AU  - Fugas M
FAU - Kalinic, N
AU  - Kalinic N
LA  - eng
PT  - Journal Article
PT  - Research Support, Non-U.S. Gov't
PT  - Research Support, U.S. Gov't, Non-P.H.S.
PL  - UNITED STATES
TA  - J Expo Anal Environ Epidemiol
JT  - Journal of exposure analysis and environmental epidemiology
JID - 9111438
RN  - 0 (Dust)
RN  - 10102-44-0 (Nitrogen Dioxide)
RN  - 50-00-0 (Formaldehyde)
RN  - 7664-41-7 (Ammonia)
SB  - IM
MH  - Adolescent
MH  - Adult
MH  - Aged
MH  - Air Pollution, Indoor/*analysis
MH  - Ammonia/*analysis
MH  - Child
MH  - Child, Preschool
MH  - Croatia
MH  - Dust/*analysis
MH  - Female
MH  - Formaldehyde/*analysis
MH  - Household Articles
MH  - Humans
MH  - Infant
MH  - Male
MH  - Middle Aged
MH  - Nitrogen Dioxide/*analysis
MH  - Seasons
MH  - Smoking
EDAT- 1992/10/01
MHDA- 1992/10/01 00:01
CRDT- 1992/10/01 00:00
PST - ppublish
SO  - J Expo Anal Environ Epidemiol. 1992 Oct-Dec;2(4):477-85.

PMID- 1293016
OWN - NLM
STAT- MEDLINE
DA  - 19930405
DCOM- 19930405
LR  - 20061115
IS  - 0019-5189 (Print)
IS  - 0019-5189 (Linking)
VI  - 30
IP  - 10
DP  - 1992 Oct
TI  - In vitro study of rat uterus after chronic formaldehyde exposure.
PG  - 901-3
AB  - To measure cholinergic, adrenergic and tryptaminergic receptor activity of
      formaldehyde (HCHO) in rat uterus, albino rats were treated with 5 and 10 mg/kg, 
      ip HCHO for 30 days. Acetylcholine (ACh) in doses 1.33, 2 and 3 micrograms/ml
      produced mild to moderate contraction of isolated rat uterus in control group.
      HCHO had no effect on isolated rat uterus per se, however it reduced ACh and
      carbachol induced contraction and presence of adrenaline influences in respect of
      ACh and carbachol activity. Adrenaline per se had no effect in control
      preparations, but reduced carbachol induced contraction. Propranolol had no
      effect on rat uterus; but its presence in the bathing medium increased activity
      of adrenaline. 5-Hydroxytryptamine (5-HT) had no effect of its own on isolated
      rat uterus but its presence in the bathing medium enhanced contractions of
      carbachol and oxytocin.
AD  - Department of Neurobehavioural Toxicology, National Institute of Occupational
      Health (ICMR), Meghani Nagar, Ahmedabad, India.
FAU - Venkatakrishna-Bhatt, H
AU  - Venkatakrishna-Bhatt H
FAU - Panchal, G M
AU  - Panchal GM
LA  - eng
PT  - In Vitro
PT  - Journal Article
PL  - INDIA
TA  - Indian J Exp Biol
JT  - Indian journal of experimental biology
JID - 0233411
RN  - 0 (Receptors, Adrenergic)
RN  - 0 (Receptors, Cholinergic)
RN  - 0 (Receptors, Serotonin)
RN  - 50-00-0 (Formaldehyde)
SB  - IM
MH  - Animals
MH  - Female
MH  - Formaldehyde/*toxicity
MH  - Rats
MH  - Rats, Inbred Strains
MH  - Receptors, Adrenergic/drug effects
MH  - Receptors, Cholinergic/drug effects
MH  - Receptors, Serotonin/drug effects
MH  - Uterine Contraction/drug effects
MH  - Uterus/*drug effects
EDAT- 1992/10/01
MHDA- 1992/10/01 00:01
CRDT- 1992/10/01 00:00
PST - ppublish
SO  - Indian J Exp Biol. 1992 Oct;30(10):901-3.

PMID- 1501449
OWN - NLM
STAT- MEDLINE
DA  - 19920916
DCOM- 19920916
LR  - 20061115
IS  - 0023-6837 (Print)
IS  - 0023-6837 (Linking)
VI  - 67
IP  - 2
DP  - 1992 Aug
TI  - Ploidy independence of Ag-NOR number in neuroblastoma.
PG  - 243-5
AB  - BACKGROUND: Ag-NOR number and ploidy have potential use in predicting prognosis
      in malignancy. The issue of independence has not been conclusively studied. In
      contrast to other malignancies in neuroblastoma poor outcome is linked to
      diploidy, allowing independent analysis of the reaction of Ag-NOR status to
      outcome. EXPERIMENTAL DESIGN: A consecutive unselected series of 20 pediatric
      neuroblastoma patients was used to study the relation between ploidy and mean
      Ag-NOR number per nucleus. Ploidy was established by flow cytometric analysis of 
      nuclear suspensions prepared from Formalin fixed and paraffin embedded tissue.
      The mean number of Ag-NORs per nucleus was determined using 3-microns paraffin
      sections, silver staining methods and quantification procedures detailed in the
      literature. RESULTS: The seven diploid lesions were found to have a mean Ag-NOR
      number per nucleus of 4.38 (range 0.86-7.5). The 13 aneuploid lesions were found 
      to have a mean Ag-NOR number per nucleus of 2.31 (range 1.17-4.44). Probability
      of difference (Wilcoxon's two-tailed rank sum test) was greater than 99%.
      Nonsurvivors (6 of 10 diploid) had mean Ag-NOR number per nucleus of 4.34 (range 
      2.24-7.5). Survivors (9 of 10 aneuploid) had mean Ag-NOR number per nucleus of
      1.73 (range 0.86-2.56). Probability of difference (Wilcoxon's two-tailed rank sum
      test) was greater than 99%. In aneuploid lesions (n = 13) a negative correlation 
      exists between DNA index and mean number of Ag-NORs per nucleus (correlation
      coefficient 0.84, slope -0.74, probability of noncorrelation less than 0.010).
      CONCLUSIONS: The present observations offer the first independent support to the 
      theory that Ag-NOR number is an independent variable to DNA ploidy based on the
      unique feature of neuroblastoma that diploid lesions have an established poorer
      prognosis than aneuploid lesion. The observations, although the number of cases
      is too limited for independent analysis, confirm previously published, strong
      negative relations between mean Ag-NOR number per cell and survival in childhood 
      neuroblastoma. This relation is similar to findings in other solid tumor lesions.
AD  - Department of Fetal and Infant Pathology, University of Liverpool, United
      Kingdom.
FAU - Brookes, C N
AU  - Brookes CN
FAU - Ooms, B C
AU  - Ooms BC
FAU - McGill, F
AU  - McGill F
FAU - England, K
AU  - England K
FAU - Hinchliffe, S A
AU  - Hinchliffe SA
FAU - van Velzen, D
AU  - van Velzen D
LA  - eng
PT  - Journal Article
PT  - Research Support, Non-U.S. Gov't
PL  - UNITED STATES
TA  - Lab Invest
JT  - Laboratory investigation; a journal of technical methods and pathology
JID - 0376617
SB  - IM
MH  - Child
MH  - Child, Preschool
MH  - Flow Cytometry
MH  - Humans
MH  - Infant
MH  - Neuroblastoma/*genetics/mortality/*ultrastructure
MH  - *Nucleolus Organizer Region
MH  - *Ploidies
MH  - Prognosis
MH  - Silver Staining
MH  - Survival Analysis
EDAT- 1992/08/01
MHDA- 1992/08/01 00:01
CRDT- 1992/08/01 00:00
PST - ppublish
SO  - Lab Invest. 1992 Aug;67(2):243-5.

PMID- 1304528
OWN - NLM
STAT- MEDLINE
DA  - 19930708
DCOM- 19930708
LR  - 20061115
IS  - 0017-0011 (Print)
IS  - 0017-0011 (Linking)
VI  - 63
IP  - 8
DP  - 1992 Aug
TI  - [Vascularization of the posterior wall of the urinary bladder in women after past
      cesarean section in light of microangiographic studies].
PG  - 398-403
AB  - Arterial vascularization of membranes in the urinary bladder wall has been
      studied in 14 women of reproductive age, who were bearing children. Four of them 
      had exclusively spontaneous deliveries. Ten delivered at least once by cesarean
      section. The studies consisted in filling the uterine, ovarian and vesical
      arteries with Microtrast preparation. After the filling of vessels and fixation
      of the preparation in 10% formalin solution, specimens, 4-5 mm thick, were taken 
      from the bladder wall at the junction with uterus, and comparatively specimens
      from the free parts of the uterus body. The serial specimens were used to obtain 
      photographs by means of X-ray apparatus with microfocal tube, being implemented
      for structural studies. On the basis of the above-mentioned investigations we
      disclosed that the course of the blood vessels in membranes of the urinary
      bladder wall undergoes changes after routine dissection during the cesarean
      section. There is a disappearance of regular arrangement of the vascular network,
      particularly in mucous membrane. New vessels of larger calibre with an irregular 
      course are seen to appear throughout the entire width. Such changes were not
      detected at sites distal to the field of operation. Specimens stemming from the
      urinary bladders of women, who delivered spontaneously, failed to reveal such
      changes.
AD  - Katedry i Zakladu Anatomii Prawidlowej, Topograficznej Pomorskiej Akademii
      Medycznej, Szczecinie.
FAU - Czerwinski, F
AU  - Czerwinski F
FAU - Pilarczyk, K
AU  - Pilarczyk K
FAU - Kozik, W
AU  - Kozik W
LA  - pol
PT  - English Abstract
PT  - Journal Article
TT  - Unaczynienie tylnej sciany pecherza moczowego u kobiet po przebytym cieciu
      cesarskim w swietle badan mikroangiograficznych.
PL  - POLAND
TA  - Ginekol Pol
JT  - Ginekologia polska
JID - 0374641
SB  - IM
MH  - Adult
MH  - Angiography
MH  - *Cesarean Section
MH  - Female
MH  - Follow-Up Studies
MH  - Humans
MH  - Microcirculation/radiography
MH  - Postoperative Period
MH  - Urinary Bladder/*blood supply
EDAT- 1992/08/01
MHDA- 1992/08/01 00:01
CRDT- 1992/08/01 00:00
PST - ppublish
SO  - Ginekol Pol. 1992 Aug;63(8):398-403.

PMID- 1473844
OWN - NLM
STAT- MEDLINE
DA  - 19930204
DCOM- 19930204
LR  - 20061115
IS  - 0019-5499 (Print)
IS  - 0019-5499 (Linking)
VI  - 36
IP  - 3
DP  - 1992 Jul
TI  - Steroidogenic inhibition in testicular tissue of formaldehyde exposed rats.
PG  - 162-8
AB  - Three groups of rats (n = 10) were subjected to intraperitoneal treatment of
      formaldehyde daily at doses of 5, 10 and 15 mg/kg body weight over a period of 30
      days. Gradual diminution in body and testicular weight was observed in all
      treated groups. Leyding cell impairement was conspicuous in those given doses of 
      10 and 15 mg/kg. Inhibition of 3 beta-delta 5-hydroxy steroid dehydrogenase and
      accumulation of sudanophillic materials in testicular tissue of formaldehyde
      treated rats was recorded histochemically. Significant decline of serum
      testosterone was also observed in the same groups. Structural and functional
      impairement of Leydig cells after formaldehyde treatment caused steroidogenic
      inhibition.
AD  - National Institute of Occupational Health, (Indian Council of Medical Research), 
      Meghani Nagar, Ahmedabad.
FAU - Chowdhury, A R
AU  - Chowdhury AR
FAU - Gautam, A K
AU  - Gautam AK
FAU - Patel, K G
AU  - Patel KG
FAU - Trivedi, H S
AU  - Trivedi HS
LA  - eng
PT  - Journal Article
PT  - Research Support, Non-U.S. Gov't
PL  - INDIA
TA  - Indian J Physiol Pharmacol
JT  - Indian journal of physiology and pharmacology
JID - 0374707
RN  - 50-00-0 (Formaldehyde)
RN  - 58-22-0 (Testosterone)
RN  - EC 1.1.- (Hydroxysteroid Dehydrogenases)
SB  - IM
MH  - Animals
MH  - Body Weight/drug effects
MH  - Formaldehyde/administration & dosage/*pharmacology
MH  - Hydroxysteroid Dehydrogenases/antagonists & inhibitors
MH  - Injections, Intraperitoneal
MH  - Leydig Cells/drug effects
MH  - Male
MH  - Organ Size/drug effects
MH  - Rats
MH  - Spermatogenesis/drug effects
MH  - Testis/*drug effects/pathology
MH  - Testosterone/*biosynthesis/blood
EDAT- 1992/07/01
MHDA- 1992/07/01 00:01
CRDT- 1992/07/01 00:00
PST - ppublish
SO  - Indian J Physiol Pharmacol. 1992 Jul;36(3):162-8.

PMID- 1627085
OWN - NLM
STAT- MEDLINE
DA  - 19920811
DCOM- 19920811
LR  - 20061115
IS  - 0005-0423 (Print)
IS  - 0005-0423 (Linking)
VI  - 69
IP  - 5
DP  - 1992 May
TI  - Vaccine efficacy for reducing turbinate atrophy and improving growth rate in
      piggeries with endemic atrophic rhinitis.
PG  - 101-3
AB  - Two vaccines, based on formalin-killed whole cells of toxigenic Pasteurella
      multocida type D and Bordetella bronchiseptica combined with a partially toxoided
      cell extract of P multocida, were prepared with Freund's incomplete adjuvant
      (vaccine 1) or by alum precipitation (vaccine 2). Each was tested for safety and 
      efficacy in reducing the severity of nasal turbinate atrophy and improving the
      growth rate of pigs in three Western Australian commercial piggeries with endemic
      atrophic rhinitis. In safety experiments with vaccine 1, no adverse clinical
      effects were observed in vaccinated sows or their progeny. Piglets receiving
      vaccine 2 showed no injection site abnormalities, pyrexia or turbinate atrophy.
      In field trials, vaccine 1 significantly reduced the prevalence of moderate to
      severe nasal turbinate atrophy (Done score 3 to 5) when used in two piggeries (A 
      and B). Progeny from vaccinated sows in piggery B also grew significantly faster 
      than controls. When vaccine 2 was used in piggery A at a later date and in
      another piggery (C), growth rate was not improved in either piggery and the
      prevalence of moderate to severe turbinate atrophy was reduced only in piggery C.
AD  - Animal Health Division, Department of Agriculture, South Perth Western Australia.
FAU - Kabay, M J
AU  - Kabay MJ
FAU - Mercy, A R
AU  - Mercy AR
FAU - Lloyd, J M
AU  - Lloyd JM
FAU - Robertson, G M
AU  - Robertson GM
LA  - eng
PT  - Clinical Trial
PT  - Journal Article
PT  - Randomized Controlled Trial
PT  - Research Support, Non-U.S. Gov't
PL  - AUSTRALIA
TA  - Aust Vet J
JT  - Australian veterinary journal
JID - 0370616
RN  - 0 (Adjuvants, Immunologic)
RN  - 0 (Bacterial Vaccines)
SB  - IM
MH  - Adjuvants, Immunologic
MH  - Animals
MH  - Atrophy
MH  - *Bacterial Vaccines/administration & dosage/adverse effects
MH  - Bordetella bronchiseptica/*immunology
MH  - Female
MH  - Pasteurella multocida/*immunology
MH  - Pregnancy
MH  - Rhinitis, Atrophic/prevention & control/*veterinary
MH  - Swine
MH  - Swine Diseases/*prevention & control
MH  - Turbinates/pathology
MH  - Weight Gain
EDAT- 1992/05/01
MHDA- 1992/05/01 00:01
CRDT- 1992/05/01 00:00
PST - ppublish
SO  - Aust Vet J. 1992 May;69(5):101-3.

PMID- 1616983
OWN - NLM
STAT- MEDLINE
DA  - 19920731
DCOM- 19920731
LR  - 20031114
IS  - 1040-6387 (Print)
IS  - 1040-6387 (Linking)
VI  - 4
IP  - 2
DP  - 1992 Apr
TI  - Fungi associated with bovine abortion in the northern plains states (USA).
PG  - 181-5
AB  - Mycotic infection was diagnosed in 6.8% of 6,858 cases of bovine abortion and
      stillbirth examined during a 9-year period. Aspergilli were associated with
      approximately 5% of all abortion cases and 71% of 446 cases that were cultured
      for fungi and diagnosed as mycotic abortion. Aspergillus fumigatus was the most
      frequent isolate (62%), followed by A. terreus (6.7%), Emericella (Aspergillus)
      nidulans (3.0%), A. flavus (2.9%), and E. rugulosus (less than 1.0%). Zygomycetes
      (Absidia, Mortierella, Rhizomucor, Rhizopus) accounted for 21% of the cases.
      Pseudallescheria boydii and yeasts (Candida, Torulopsis) were each identified in 
      2% of the cases. Fungi that uncommonly cause infection accounted for 2% of the
      cases and included Curvularia geniculata, Exophilia jeanselmei, Hendersonula
      toruloidea, Lecythosphora hoffmannii, Talaromyces flavus var. flavus (Penicillium
      vermiculatus), T. (Penicillium) thermophilus, and Wangiella dermatitidis. About
      10% of the mycotic cases were mixed fungal infections involving A. fumigatus
      (87%), A. flavus (12.5%), or E. nidulans (12.5%) coexisting with Absidia
      corymbifera (72%), Rhizomucor pusillus (4.3%), or Rhizopus arrhizus (4.3%). In
      each mixed infection, both septate and nonseptate hyphae were observed in
      placental tissues. Twelve percent of the mycotic abortion cases were diagnosed by
      histologic examination alone because isolation attempts were negative or only
      formalin-preserved tissues were available.
AD  - US Department of Agriculture, Animal and Plant Health Inspection Service, Science
      and Technology, Ames, IA 50010.
FAU - Knudtson, W U
AU  - Knudtson WU
FAU - Kirkbride, C A
AU  - Kirkbride CA
LA  - eng
PT  - Journal Article
PL  - UNITED STATES
TA  - J Vet Diagn Invest
JT  - Journal of veterinary diagnostic investigation : official publication of the
      American Association of Veterinary Laboratory Diagnosticians, Inc
JID - 9011490
SB  - IM
MH  - Abortion, Veterinary/epidemiology/*microbiology
MH  - Animals
MH  - Cattle
MH  - Cattle Diseases/epidemiology/*microbiology
MH  - Female
MH  - Fetal Death/epidemiology/microbiology/veterinary
MH  - Fetus/microbiology
MH  - Fungi/*isolation & purification
MH  - Midwestern United States/epidemiology
MH  - Mycoses/epidemiology/microbiology/*veterinary
MH  - Placenta/microbiology
MH  - Pregnancy
EDAT- 1992/04/01
MHDA- 1992/04/01 00:01
CRDT- 1992/04/01 00:00
PST - ppublish
SO  - J Vet Diagn Invest. 1992 Apr;4(2):181-5.

PMID- 1547746
OWN - NLM
STAT- MEDLINE
DA  - 19920422
DCOM- 19920422
LR  - 20071114
IS  - 0013-7227 (Print)
IS  - 0013-7227 (Linking)
VI  - 130
IP  - 4
DP  - 1992 Apr
TI  - Monoclonal antibodies specific for rat relaxin. VI. Passive immunization with
      monoclonal antibodies throughout the second half of pregnancy disrupts
      histological changes associated with cervical softening at parturition in rats.
PG  - 2386-91
AB  - Relaxin, which is secreted by the corpora lutea throughout the second half of rat
      pregnancy, promotes the growth and softening of the cervix. The mechanisms at
      both the cellular and molecular levels by which relaxin brings about these
      effects remain to be determined. The present study examined the influence of
      endogenous relaxin on the histological changes associated with cervical
      softening. A monoclonal antibody for rat relaxin, designated MCA1, was injected
      iv daily on days 12-22 of gestation. Cervices were removed on day 22, fixed in
      10% buffered formalin, embedded in paraffin, and processed for histological
      staining. Tissue sections (5 microns thick) were stained with Gomori's trichrome 
      stain (collagen), Orcein stain (elastin), or periodic acid-Schiff
      (polysaccharide). Qualitative and quantitative analyses identified several
      histological parameters in MCA1-treated rats that differed markedly from those in
      control rats. Cervices obtained from MCA1-treated rats contained collagen fiber
      bundles with greater compactness; elastin fibers with greater density, length and
      interdigitation; arteries with smaller cross-sectional areas; and luminal
      involutions with smaller areas than controls. The cervices of MCA1-treated rats
      appeared to contain fewer vacuolated epithelial cells, which secrete
      polysaccharide-rich material, than did cervices obtained from controls. It seems 
      plausible that most, if not all, of these relaxin-induced modifications of the
      histological characteristics of the cervix facilitate birth.
AD  - Department of Structural and Cellular Biology, University of South Alabama
      College of Medicine, Mobile 36688.
FAU - Lee, A B
AU  - Lee AB
FAU - Hwang, J J
AU  - Hwang JJ
FAU - Haab, L M
AU  - Haab LM
FAU - Fields, P A
AU  - Fields PA
FAU - Sherwood, O D
AU  - Sherwood OD
LA  - eng
GR  - HD-08700/HD/NICHD NIH HHS/United States
PT  - Journal Article
PT  - Research Support, U.S. Gov't, P.H.S.
PL  - UNITED STATES
TA  - Endocrinology
JT  - Endocrinology
JID - 0375040
RN  - 0 (Antibodies, Monoclonal)
RN  - 9002-69-1 (Relaxin)
RN  - 9007-34-5 (Collagen)
RN  - 9007-58-3 (Elastin)
SB  - AIM
SB  - IM
MH  - Animals
MH  - Antibodies, Monoclonal/*immunology
MH  - Cervix Uteri/chemistry/*cytology
MH  - Collagen/analysis
MH  - Elastin/analysis
MH  - Female
MH  - *Immunization, Passive
MH  - *Labor, Obstetric
MH  - Pregnancy
MH  - Rats
MH  - Rats, Inbred Strains
MH  - Relaxin/analysis/*physiology
EDAT- 1992/04/01
MHDA- 1992/04/01 00:01
CRDT- 1992/04/01 00:00
PST - ppublish
SO  - Endocrinology. 1992 Apr;130(4):2386-91.

PMID- 1433272
OWN - NLM
STAT- MEDLINE
DA  - 19921201
DCOM- 19921201
LR  - 20061115
IS  - 0047-2565 (Print)
IS  - 0047-2565 (Linking)
VI  - 21
IP  - 2-3
DP  - 1992 Feb-May
TI  - Vaccination of pregnant cynomolgus monkeys with whole formalin-inactivated
      SIVmac251.
PG  - 91-8
AB  - Five pregnant (two to three and one-half months) Macaca fascicularis
      seroconverted following immunization with sucrose-gradient purified and
      formalin-inactivated whole simian immunodeficiency virus (SIVmac251). No untoward
      effects on fetal maturation were observed during the immunization of the mothers.
      Antibodies to SIVmac251 (also those with in vitro neutralizing activity) were
      passively transferred to the offspring but disappeared within two to six months
      after birth. Antibodies to env glycoprotein (gp130) lasted longer than those
      against viral gag proteins (p26,p60).
AD  - Laboratory of Virology, Istituto Superiore di Sanita, Rome, Italy.
FAU - Titti, F
AU  - Titti F
FAU - Borsetti, A
AU  - Borsetti A
FAU - Geraci, A
AU  - Geraci A
FAU - Sernicola, L
AU  - Sernicola L
FAU - Giuseppini, L
AU  - Giuseppini L
FAU - Turillazzi, G P
AU  - Turillazzi GP
FAU - Pace, M
AU  - Pace M
FAU - Baroncelli, S
AU  - Baroncelli S
FAU - Amadori, A
AU  - Amadori A
FAU - Giovannetti, A
AU  - Giovannetti A
AU  - et al.
LA  - eng
PT  - Journal Article
PT  - Research Support, Non-U.S. Gov't
PL  - DENMARK
TA  - J Med Primatol
JT  - Journal of medical primatology
JID - 0320626
RN  - 0 (Antibodies, Viral)
RN  - 0 (Vaccines, Inactivated)
RN  - 0 (Viral Vaccines)
SB  - IM
SB  - X
MH  - Animals
MH  - Antibodies, Viral/*biosynthesis
MH  - Embryonic and Fetal Development
MH  - Enzyme-Linked Immunosorbent Assay
MH  - Female
MH  - Follow-Up Studies
MH  - *Immunity, Maternally-Acquired
MH  - Immunization, Secondary/veterinary
MH  - *Macaca fascicularis
MH  - Pregnancy
MH  - Pregnancy Complications, Infectious/prevention & control/veterinary
MH  - Pregnancy Outcome/veterinary
MH  - Radioimmunoprecipitation Assay
MH  - Simian Acquired Immunodeficiency Syndrome/prevention & control
MH  - Simian immunodeficiency virus/*immunology
MH  - Vaccination/veterinary
MH  - Vaccines, Inactivated/adverse effects/immunology
MH  - Viral Vaccines/adverse effects/*immunology
EDAT- 1992/02/01
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TI  - A critical review of the toxicology of glutaraldehyde.
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AB  - Glutaraldehyde, a low molecular weight aldehyde, has been investigated for
      toxicity in humans and animals. Examination of this dialdehyde was indicated from
      previous studies with other aldehydes in which carcinogenicity of formaldehyde
      and toxicity of acetaldehyde and malonaldehyde have been disclosed. Information
      gaps concerning the actions of glutaraldehyde have been identified in this review
      and recommendations are suggested for additional short- and long-term studies. In
      particular, information regarding irritation of the respiratory tract, potential 
      neurotoxicity, and developmental effects would assist in a complete hazard
      evaluation of glutaraldehyde. Further study related to disposition, metabolism,
      and reactions of glutaraldehyde may elucidate the mechanism of action.
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TI  - [Evaluation of an immunoenzyme technique for the detection in feces of the
      Giardia intestinalis antigen].
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AB  - An evaluation is made of the utility for the diagnosis of giardiasis of an enzyme
      immunoassay (EIA) that detects the GSA65 specific antigen in feces, as compared
      with the formalin-ether sedimentation test. Within the context of a longitudinal 
      study on intestinal parasitization, 147 fecal samples from children attending 7
      day care centres in the city of Salamanca were studied. The feces were examined a
      few hours after collection by the sedimentation technique and conserved in 10%
      formol. They were later studied by the EIA method. G. intestinalis was detected
      by microscopy and/or EIA in 26 of the 147 fecal samples (17.7%). Both assays were
      positive in 22 of the 26 cases detected (84.6%) and the remaining 4 cases were
      positive only by EIA (4/26; 15.4%). The EIA assay, using visual reading and very 
      simple to implement, showed sensitivity, specificity, positive predictive and
      negative predictive values of 100, 96.9, 84.6 and 100%, respectively.
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TI  - Regulation of priority carcinogens and reproductive or developmental toxicants.
PG  - 793-808
AB  - In California, 370 carcinogens and 112 reproductive/developmental toxicants have 
      been identified as a result of the State's Safe Drinking Water and Toxic
      Enforcement Act of 1986. They include pesticides, solvents, metals, industrial
      intermediates, environmental mixtures, and reactive agents. Occupational,
      environmental, and consumer product exposures that involve these agents are
      regulated under the Act. At levels of concern, businesses must provide warnings
      for and limit discharges of those chemicals. The lists of chemicals were compiled
      following systematic review of published data, including technical reports from
      the U.S. Public Health Service--National Toxicology Program (NTP), and evaluation
      of recommendations from authoritative bodies such as the International Agency for
      Research on Cancer (IARC) and the U.S. Environmental Protection Agency (USEPA).
      Given the large number of chemicals that are carcinogens or
      reproductive/developmental toxicants, regulatory concerns should focus on those
      that have high potential for human exposure, e.g., widely distributed or easily
      absorbed solvents, metals, environmental mixtures, or reactive agents. In this
      paper, we present a list of 33 potential priority carcinogens and
      reproductive/developmental toxicants, including alcoholic beverages, asbestos,
      benzene, chlorinated solvents, formaldehyde, glycol ethers, lead, tobacco smoke, 
      and toluene.
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TI  - [Embryotoxic effects of industrial environment pollutants: formaldehyde and
      gasoline].
PG  - 35-8
AB  - Prenatal and postnatal effects of formaldehyde and gasoline were studied. Delay
      of skeleton development and other prenatal negative effects at levels 0.5 mg/m3
      for formaldehyde and 300 mg/m3 for gasoline were noted. Slow-down of motor
      reflexes and physical development in postnatal time were demonstrated.
      Embryotoxic tests of environmental pollutants offered to do both as in prenatal
      so as postnatal periods.
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TI  - The effect of immersion formaldehyde fixation on human placental weight.
PG  - 726-8
AB  - The prevalence of the human immunodeficiency and hepatitis viruses has led to
      considerable concern by health care workers about safer means of examining
      surgical pathological specimens. The human placenta needs to be examined when
      there are complications during pregnancy, labor, and delivery; when the fetus is 
      born with apparent problems; and when the delivered placenta is abnormal.
      Placentas are routinely immersion fixed with neutral buffered 3.7% to 4.0%
      formaldehyde solution before examination and without obtaining a fresh weight.
      This study was undertaken to determine if there was a significant change in
      weight between a fresh and fixed placenta. The results show a 7.67% increase in
      placental weight after formaldehyde fixation for 24 hours. Thus, the practice of 
      formaldehyde fixation prior to weighing and examination can be continued and
      still allow for accurate estimation of fresh placental weight.
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TI  - N-myc and c-myc oncogenes amplification in medulloblastomas. Evidence of
      particularly aggressive behavior of a tumor with c-myc amplification.
PG  - 118-21
AB  - N-myc and c-myc amplification was investigated in 27 medulloblastomas. DNA was
      extracted from 19 formalin fixed and paraffin embedded tumors and from fresh
      frozen tumor tissue in 8 other cases. The results showed no evidence of
      amplification of N-myc oncogene and only 1 case had a 27 fold amplification of
      c-myc. Cytogenetically, this neoplasm presented numerous double minute
      chromosomes (DMs). Moreover, it had an unusual rapidly aggressive course with
      massive cerebrospinal fluid dissemination unresponsive to intrathecal
      chemotherapy. Our results indicate a low incidence of N-myc and c-myc gene
      amplification in medulloblastomas, suggesting that the oncogenic mechanism in
      these neoplasms is not closely related to DNA gene amplification. C-myc
      amplification, although not frequently observed, may however provide a growth
      advantage for medulloblastoma cells in vivo, favoring their rapid dissemination. 
      Medulloblastomas with c-myc activation may represent a subgroup of tumors with a 
      more aggressive behavior.
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TI  - Opisthorchis viverrini: relationships between egg counts, worms recovered and
      antibody levels within an endemic community in northeast Thailand.
PG  - 283-8
AB  - Three techniques for estimating the intensity of Opisthorchis viverrini infection
      in individuals from a Northeast Thai community are compared. Egg counts were
      determined using a quantitative formalin/ethyl acetate technique, worm burdens
      were estimated by expulsion chemotherapy and antibody levels were measured by
      ELISA. Log-transformed worm and egg counts were closely correlated (r = 0.80),
      suggesting that both measurements provide good assessments of relative intensity 
      of infection. However, no Opisthorchis worms were recovered from 34 people with
      high egg counts; probably due to problems with the expulsion technique in some
      individuals. Examination of egg production per fluke indicated that each fluke
      contributed an average of 180 eggs per gram (epg) of faeces and fecundity was
      negatively associated with total worm burden. Serum IgG levels correlated
      significantly with Opisthorchis egg count (r = 0.61) at two independent
      assessments. Although significant associations were observed between antibody
      levels and echinostome infection, analysis suggested that these reflected
      independent associations between these two variables and Opisthorchis infection
      and age. We conclude that all three measurements are useful for epidemiological
      studies.
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TI  - Relationship between faecal egg count and worm burden of Opisthorchis viverrini
      in human autopsy cases.
PG  - 277-81
AB  - The relationship between faecal examination for egg output and worm burden of
      Opisthorchis viverrini in man of 181 autopsy cases from Northeast Thailand is
      described. Diagnosis of the parasite infection by stool examination for the
      presence of eggs was less sensitive than the worm recovery technique. Using
      Stoll's dilution and formalin-ether technique, no eggs were detected in the
      faeces of 20 cases harbouring low worm burdens (less than 20 worms). The
      quantitative faecal egg count by Stoll's dilution technique showed a strikingly
      close positive correlation with the number of worms recovered (r = 0.96, P less
      than 0.001) indicating a strong linear association between eggs per gram of
      faeces (epg) and worm burden. The number of epg per worm was inversely correlated
      to the worm burden (P less than 0.001), suggesting that density-dependent
      constraints on fecundity could operate to restrict egg output in heavy
      infections. The accuracy of egg counts for estimating worm burden and its
      relevance to parasite epidemiological research are discussed.
AD  - Department of Parasitology, Faculty of Medicine, Khon Kaen University, Thailand.
FAU - Sithithaworn, P
AU  - Sithithaworn P
FAU - Tesana, S
AU  - Tesana S
FAU - Pipitgool, V
AU  - Pipitgool V
FAU - Kaewkes, S
AU  - Kaewkes S
FAU - Pairojkul, C
AU  - Pairojkul C
FAU - Sripa, B
AU  - Sripa B
FAU - Paupairoj, A
AU  - Paupairoj A
FAU - Thaiklar, K
AU  - Thaiklar K
LA  - eng
PT  - Journal Article
PT  - Research Support, Non-U.S. Gov't
PL  - ENGLAND
TA  - Parasitology
JT  - Parasitology
JID - 0401121
SB  - IM
MH  - Adolescent
MH  - Adult
MH  - Aged
MH  - Animals
MH  - Child
MH  - Child, Preschool
MH  - Feces/*parasitology
MH  - Female
MH  - Fertility
MH  - Host-Parasite Interactions
MH  - Humans
MH  - Liver/parasitology
MH  - Male
MH  - Middle Aged
MH  - Opisthorchiasis/epidemiology/*parasitology
MH  - Opisthorchis/*growth & development/physiology
MH  - Parasite Egg Count
MH  - Predictive Value of Tests
MH  - Prevalence
MH  - Regression Analysis
MH  - Thailand/epidemiology
EDAT- 1991/04/01
MHDA- 1991/04/01 00:01
CRDT- 1991/04/01 00:00
PST - ppublish
SO  - Parasitology. 1991 Apr;102 Pt 2:277-81.

PMID- 1999615
OWN - NLM
STAT- MEDLINE
DA  - 19910405
DCOM- 19910405
LR  - 20061115
IS  - 0002-8177 (Print)
IS  - 0002-8177 (Linking)
VI  - 122
IP  - 2
DP  - 1991 Feb
TI  - Evolving primary pulp therapy techniques.
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TI  - [Prevalence of antibodies to Chlamydia pneumoniae (strain TWAR) and other
      Chlamydia in Japan].
PG  - 19-25
AB  - Chlamydia pneumoniae (Strain TWAR), the new third species of genus Chlamydia, is 
      emerging as an important human respiratory pathogen in Western countries.
      However, little is known about it in Japan. In this study, 1330 serum samples
      were tested for seroprevalence of three species of genus Chlamydia including C.
      pneumoniae in Hiroshima. Microimmunofluorescence test was used to measure serum
      IgG antibody, and formalin fixed elementary bodies of C. trachomatis, C.
      psittaci, and C. pneumoniae were used as antigen. Serum titer of 1:32 or greater 
      was considered positive. Seropositive rate of C. pneumoniae began to increase
      around the 6 month to 3 year old age group and reached 44% in the 8 to 11 year
      olds. A peak of seroprevalence according to age was around 20 year old, and about
      half of the adults were seropositive. Outpatients and healthy persons held almost
      the same seropositive rate. The positive rate in childhood was higher and the
      peak appeared earlier than some former studies in Western countries. The
      seropositive rate of C. trachomatis was noted 1-2% in the 6 month-7 year old age 
      group, but no seropositive child was found in the 8-15 year olds. The rate was
      increased after adolescence and reached 10% in adults. The seroprevalence of C.
      psittaci was 1%. These data suggest C. pneumoniae is the most prevalent Chlamydia
      in Japan and as prevalent as in the Western countries.
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TI  - [Congenital developmental defects in children and environmental pollution].
PG  - 37-41
AB  - In one of the southern regions of the Ukraine, analysis was made over the recent 
      three years of the genetic monitoring data on the incidence and structure of
      congenital developmental abnormalities in the newborn as related to the status of
      environmental pollution (the content of dust, carbon black, carbon and nitrogen
      oxides, nitrogen and sulfur dioxides, hydrogen sulfide, formaldehyde, phenol,
      fluorine compounds in the atmospheric air; the content of toxic chemicals and
      pesticides in foods, soil, water and feeds) as well as to the radiation
      situation. In the region under study, areas with varying degree of environmental 
      pollution were distinguished. That was mainly done in terms of the
      characteristics of the atmospheric air and (to a less degree) varying annual dose
      of external radiation on conversion to one inhabitant. Analysis of the genetic
      monitoring has demonstrated the prevalence of congenital abnormalities, in the
      genesis of which the mutation component was of paramount importance, to be
      significantly higher in an ecologically unsafe area. The data obtained can be
      used in the regional programs aimed at the improvement of the environment, a
      reduction of the influence of exogenous risk factors implicated in the formation 
      of congenital developmental abnormalities in children.
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AB  - Formaldehyde (FA) has been commercially produced since the early 1900s. Its
      widespread use in a variety of applications is known to result in appreciable
      exposure of workers and of a section of the general population. Formaldehyde is a
      normal metabolite in mammalian systems. It occurs in air as a product of the
      natural photooxidation of automobile exhaust, combustion processes, incinerators;
      formaldehyde has been found in municipal and industrial effluents and is present 
      in food either naturally (fruits and vegetables, in the order of parts per
      million), or as a result of its use as a food additive. The use of FA and its
      derivative, hexamethylenetetramine (HMT), which gradually decomposes to FA under 
      acidic conditions as antimicrobial agents in food, raises questions about their
      potential chronic oral toxicity. Furthermore, since FA is a very reactive
      compound and reacts with different macromolecules such as proteins and nucleic
      acids, the safety evaluation of FA as a cheese additive must take into account
      the toxicity of the reaction products between FA and milk components. Biochemical
      aspects, acute and short-term toxicity studies including mutagenicity,
      multigeneration, and reproduction studies, long-term carcinogenicity studies
      after oral administration of FA and HMT are reviewed in this paper. The results
      of these studies indicate that repeated oral exposure of a relatively large
      amount of FA that could overwhelm the normal metabolic capacity of animals to
      convert FA into formiate, CO2, and water produces histopathological gastric
      changes. This paper correlates the hazard caused by the exposure to low levels of
      FA, as far as its carcinogenic potential by oral route is concerned per se or
      regarding its use as a food additive. Based on the evidence that FA is formed
      naturally in food and is a normal mammalian metabolite and that a threshold for
      carcinogenicity exists both after exposure by inhalation and oral administration,
      it may be deduced that FA is not carcinogenic at low levels of exposure.
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TI  - Chlamydia and sudden infant death syndrome. A study of 166 SIDS and 30 control
      cases.
PG  - 3-7
AB  - Chlamydia inclusions could be demonstrated by an immunofluorescence assay in
      formalin-fixed lung sections in 32 of 166 cases (19.4%) of Sudden Infant Death
      Syndrome (SIDS) and in the lungs of only 1 of 30 infants with a known cause of
      death (3.3%). The difference is statistically significant (P = 0.04). Chlamydia
      trachomatis is an agent of pneumonia in 1-4 month-old infants who have acquired
      the disease from an infected cervix during birth, but other chlamydia species are
      also capable of causing pneumonia. The lung sections of the 32 chlamydia positive
      SIDS cases did not show typical histological signs of pneumonia. Even though
      chlamydia inclusions were detected in the lungs of 32 SIDS cases a causal
      relation between chlamydia infection and SIDS could not be demonstrated.
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TI  - Value of sonography in the diagnosis of intracranial hemorrhage and
      periventricular leukomalacia: a postmortem study of 35 cases.
PG  - 595-601
AB  - Periventricular leukomalacia and germinal matrix hemorrhages are major causes of 
      neurodevelopmental abnormalities in the premature neonate. Although sonography is
      widely used to detect these abnormalities and is thought to be sensitive for
      hemorrhages and the later cystic stages of periventricular leukomalacia, its
      sensitivity for the more acute phase of periventricular leukomalacia remains to
      be determined. It has been difficult to study this issue because periventricular 
      leukomalacia often is not lethal, and in postmortem studies there is usually a
      considerable interval between the time of in vivo imaging, if any, and the death 
      of the patient. A "prospective" autopsy study was performed on brain specimens
      from infants who died at less than 1 year of age during a 10-month period.
      Thirty-five formalin-fixed brains were studied and sonographic images of these
      specimens were compared with histologic findings in whole brain sections to
      determine the sensitivity and specificity of sonography for the detection of
      germinal matrix hemorrhage and periventricular leukomalacia. Sonography
      identified germinal matrix hemorrhages as small as 5 mm, although smaller lesions
      were not visualized. Postmortem sonography had a sensitivity of 27% and
      specificity of 88% for all germinal matrix hemorrhages, but a sensitivity of 100%
      and specificity of 91% for hemorrhages larger than 5 mm. Periventricular
      leukomalacia, seen as hyperechoic areas in the periventricular white matter, was 
      not detected as readily. For periventricular leukomalacia, the overall
      sensitivity and specificity were 50% and 87%, respectively. We conclude that
      sonography is useful for detecting the larger germinal matrix hemorrhages, but
      has more limited sensitivity in the early diagnosis of periventricular
      leukomalacia.
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TI  - Value of sonography in the diagnosis of intracranial hemorrhage and
      periventricular leukomalacia: a postmortem study of 35 cases.
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AB  - Periventricular leukomalacia and germinal matrix hemorrhages are major causes of 
      neurodevelopmental abnormalities in the premature neonate. Although sonography is
      widely used to detect these abnormalities and is thought to be sensitive for
      hemorrhages and the later cystic stages of periventricular leukomalacia, its
      sensitivity for the more acute phase of periventricular leukomalacia remains to
      be determined. It has been difficult to study this issue because periventricular 
      leukomalacia often is not lethal, and in postmortem studies there is usually a
      considerable interval between the time of in vivo imaging, if any, and the death 
      of the patient. A "prospective" autopsy study was performed on brain specimens
      from infants who died at less than 1 year of age during a 10-month period.
      Thirty-five formalin-fixed brains were studied and sonographic images of these
      specimens were compared with histologic findings in whole brain sections to
      determine the sensitivity and specificity of sonography for the detection of
      germinal matrix hemorrhage and periventricular leukomalacia. Sonography
      identified germinal matrix hemorrhages as small as 5 mm, although smaller lesions
      were not visualized. Postmortem sonography had a sensitivity of 27% and
      specificity of 88% for all germinal matrix hemorrhages, but a sensitivity of 100%
      and specificity of 91% for hemorrhages larger than 5 mm. Periventricular
      leukomalacia, seen as hyperechoic areas in the periventricular white matter, was 
      not detected as readily. For periventricular leukomalacia, the overall
      sensitivity and specificity were 50% and 87%, respectively. We conclude that
      sonography is useful for detecting the larger germinal matrix hemorrhages, but
      has more limited sensitivity in the early diagnosis of periventricular
      leukomalacia.
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TI  - Deoxyribonucleic acid ploidy and cell cycle analysis of colorectal carcinoma by
      flow cytometry. A prospective study of 137 cases using fresh whole cell
      suspensions.
PG  - 615-20
AB  - Several retrospective studies suggest that abnormal deoxyribonucleic acid (DNA)
      content in colorectal carcinoma correlates with adverse clinical outcome. Many of
      these studies have used naked nuclei retrieved from formalin-fixed,
      paraffin-embedded tissues for flow cytometry. The purpose of this study was to
      prospectively analyze 137 colorectal carcinomas using fresh whole-cell
      suspensions for flow cytometry and to determine whether abnormal DNA content (DNA
      aneuploidy or tumors with high proliferative activity) correlates with Dukes'
      stage, histologic grade, lymphocytic infiltration of the tumor, tumor fibrosis,
      extramural venous spread, or tumor size. Cell suspensions for flow cytometry were
      prepared by enzyme disaggregation with collagenase XI, DNase, and trypsin.
      Satisfactory DNA histograms were obtained from 132 of the 137 samples. The mean
      coefficients of variance for the G1/G0 of the external 2C control, internal 2C
      populations, and aneuploid populations were 2.5, 3.5, and 3.5, respectively. The 
      mean percentage of viable cells was 97%. Of 132 cases, 102 (77%) demonstrated
      abnormal DNA histograms, of which 77 (58%) showed DNA aneuploidy. Abnormal DNA
      histograms of DNA aneuploidy did not correlate with Dukes' stage. Tumors of
      higher histologic grade were more likely to demonstrate DNA aneuploidy, however, 
      these differences did not reach statistical significance. The authors conclude
      that (1) satisfactory DNA histograms can be obtained with the use of a fresh,
      whole-cell technique; (2) abnormal DNA histograms did not statistically correlate
      with standard clinical, grading, or staging parameters; and (3) carcinomas of
      high histologic grade showed an increased proportion of aneuploid DNA histograms,
      but this trend did not reach statistical significance.
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TI  - Intestinal amoebiasis and giardiasis in southern Indian infants and children.
PG  - 382-4
AB  - The role of Entamoeba histolytica and Giardia lamblia as causative agents of
      paediatric diarrhoea was studied in a southern Indian population. Relationship
      between infant feeding practices, co-existing malnutrition and the occurrence of 
      intestinal amoebiasis and giardiasis was also examined. The subjects were 361
      paediatric patients with acute diarrhoea and 70 hospitalized control children
      without diarrhoea. Faecal samples from cases and controls were examined for the
      protozoal pathogens using faecal preservatives, permanent staining and
      formalin-ether concentration. Bacteriological studies were conducted on 244 of
      the 361 cases. A high prevalence of invasive amoebiasis was seen in the 0-6 month
      (12.5%) and 7-12 month (20.3%) age groups. Giardiasis was uncommon under 6 months
      (2.1%) but occurred in 8-10% of all other age groups. Invasive amoebiasis
      occurred mainly in children on weaning foods (45.9%) but also [corrected] in
      exclusively breast-fed children (13.5%). Giardiasis was not seen in exclusively
      breast-fed infants, but commonly occurred in older children on normal diets.
      There was no association between amoebiasis or giardiasis and malnutrition.
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TI  - New technique for processing paraffin-embedded tissue for Y chromosome
      fluorescence identification of trophoblastic disease.
PG  - 146-8
AB  - A new reprocessing technique for Y chromosome fluorescent body (q 12 region)
      detection of trophoblastic disease in previously paraffin-embedded tissues is
      described. Deparaffinized sections were treated with pronase and trypsin for
      digestion, followed by hydrolysis with HCl and acetic acid, staining with
      quinacrine hydrochloride fluorochrome and mounting in Sorensen's phosphate buffer
      (pH 5.5). Use of the technique resulted in sufficient fluorescence quality and
      better accuracy for Y and X heterochromatin scoring. The technique yielded the
      same results in retrospective formalin-fixed, paraffin-embedded trophoblastic
      specimens as in fresh tissues. The combinations of enzymes and acids and the
      dosages necessary for optimal results are discussed.
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TI  - [Intestinal parasite infections among inhabitants in two islands of
      Tongyeong-gun, Kyeongsangnam-do].
PG  - 63-7
AB  - This study was performed to evaluate the status of intestinal parasitic
      infections among the inhabitants in two islands (Chu-do and Doomi-do) of
      Tongyeong-gun, Kyeongsangnam-do (Province), from August to September, 1989. A
      total of 189 stool specimens was collected from the inhabitants of 3 villages and
      examined by Kato's cellophane thick smear and formalin-ether sedimentation
      techniques. Stoll's dilution egg counting technique was done for the quantitative
      examination of helminth eggs. The overall positive rate of intestinal parasites
      was 30.2%. The egg positive rate of Ascaris lumbricoides was 2.1%, that of
      Trichuris trichiura 24.3%, hookworm 2.1%, Trichostrongylus orientalis 0.5%,
      Clonorchis sinensis 1.1%, heterophyid 1.6%, and Taenia species 2.6%. The cyst
      positive rate of Giardia lamblia was 1.6% and that of Entamoeba coli 0.5%. In T. 
      trichiura infection, the egg positive rate of females (29.9%) was much higher
      than that of males (17.2%). Among the age groups, 10-19 year group showed the
      highest infection rate, 32.4%. It was revealed that the prevalence of intestinal 
      parasitic infections among the inhibitants of remote islands should be still high
      in comparison with ever-reported ones in urban or rural areas.
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TI  - Immunocytochemical staining of progesterone receptor in paraffin sections of
      human breast cancers.
PG  - 457-68
AB  - Monoclonal antibodies (mAB) against progesterone receptor (PR) and the
      peroxidase-antiperoxidase (PAP) method to visualize PR in paraffin sections from 
      68 human breast cancers were used. Ten mAB, which recognize human PR on frozen
      sections, were tested. Six could detect PR in paraffin sections, with Li 417, LET
      456, and LET 126 giving the best results. LET 126 antibody was used for most
      further studies. The effects of fixation with picric acid-formaldehyde (PAF),
      buffered-formalin, or with Bouin solution were investigated; all fixation methods
      allowed PR immunolabeling, although PAF or buffered formalin usually gave the
      best results. Positive staining was seen in the nucleus of carcinoma cells.
      Variations in intensity and extent of immunoreactivity were observed in all
      sections and among different regions of the same specimen. These were probably
      related to the heterogeneity of the tumor cell population. Results were compared 
      with the PR content in the respective tumor tissues, determined by
      steroid-binding assay, and with immunocytochemistry on frozen sections. It was
      shown that there were correlations between the immunocytochemical staining
      (positive or negative) and the steroid binding assay (80%) and between the
      immunocytochemical staining on paraffin sections and on frozen sections (78%).
      Weaker intensity and fewer number of PR-positive cells were found for
      paraffin-embedded tumors. Estrogen receptors were also detected on adjacent
      sections from the same paraffin-embedded tissues by use of monoclonal anti-ER
      antibodies (ERICA-kit[Abbott Laboratories, Chicago, IL]) and DNase pretreatment. 
      In conclusion, this immunocytochemical method for detection of PR and ER on
      paraffin sections offers an alternative to frozen tissue. It allows histologic
      and immunocytochemical studies on the same sample and retrospective studies on
      stored tissue blocks.
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TI  - Human cryptosporidiosis in the Arabian Gulf: first report of infections in
      children in Kuwait.
PG  - 249-52
AB  - During a 3-month pilot study, we identified ten children with cryptosporidiosis; 
      they all presented with diarrhoea, most also with fever, vomiting and
      dehydration. For diagnosis, the formalin-acetate concentrate of the stool, and
      direct smears were stained for oocysts in safranin-methylene blue (S-MB). The
      negative staining of oocysts in trichrome-stained specimens was indicative and
      was confirmed by destaining and restaining in S-MB. Constraints contributing to
      the absence of reports from the Arabian Gulf were the lack of awareness of
      Cryptosporidium sp. as a cause of diarrhoea in children, inappropriate laboratory
      diagnostic techniques and, possibly, the initial referral of patients to
      polyclinics where mild cases may go undetected. Contaminated drinking water and
      close contact with domestic animals are possible modes of transmission of
      Cryptosporidium sp. but further studies are recommended to confirm this.
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TI  - The pulmonary vasculature in meconium aspiration.
PG  - 701-6
AB  - Some studies have suggested that pulmonary hypertension in the newborn with
      meconium aspiration can be attributed to a primary prenatal increase in pulmonary
      arterial musculature; but this concept has been controversial. To examine this
      question, we reviewed 62 infants autopsied at The Johns Hopkins Hospital, 24 of
      whom demonstrated meconium aspiration, 20 with meconium staining but no
      aspiration, and 18 with abruptio placentae without meconium aspiration or
      staining. Clinical and pathologic features were evaluated and cross-sectional
      arterial medial area was determined at the junction of the conducting and
      respiratory airways in nondistended lungs. No significant difference in arterial 
      medial area was found between infants with meconium aspiration and those with
      meconium staining only or abruptio placentae. In addition, circumferentially
      muscularized intraacinar arteries were present in all infants with meconium
      aspiration and abruptio placentae, and all but one infant with meconium staining 
      alone. Comparison of lungs with and without arterial injection and fixation in
      distention showed that injection does not uniformly distend vessels and that
      formalin distention may remove or mask meconium. The study suggests that meconium
      aspiration and its complications, not primary structural arterial changes,
      account for pulmonary hypertension in infants with meconium aspiration.
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TI  - [Malignant peripheral neuroectodermal tumors. Histological and immunohistological
      conditions in 41 cases].
PG  - 257-68
AB  - In view of the personal observation that malignant peripheral neuroectodermal
      tumours (MPNT) can present different histological growth patterns, 41 cases of
      MPNT were histologically and immunohistochemically studied. The median age of the
      41 patients was 15 years (range: 9 months - 23 years). There were 27 males and 14
      females. Most tumours (23/41) were located in the thoracopulmonary region. In
      31/41 cases there was bone as well as soft tissue involvement. The following
      histopathological patterns were found: Ewing's sarcoma-like (n = 7), atypical
      Ewing's sarcoma-like (n = 4), neuroblastoma-like (n = 8), rhabdomyosarcoma-like
      (n = 8), and hemangiopericytoma-like (n = 1). In 2 cases combined patterns were
      noted, one tumour being characterized by neuroblastoma-like and Burkitt's
      lymphoma-like features. Most cases of MPNT differed from the cytological features
      of typical Ewing's sarcoma in that they contained hyperchromatic nuclei with
      distinct nucleoli. Some reticulin fibrils were found in between the cells of some
      cases. Immunohistochemically, 19/23 cases reacted positively to vimentin, 29/32
      to neuron specific enolase (NSE), 16/28 to protein S-100, and 1/9 to glial
      fibrillary acidic protein. 12/24 cases reacted positively to NSE and protein
      S-100. Neurofilaments and desmin were not found in the formalin fixed material of
      the present study. The results show that most cases of MPNT can be distinguished 
      from typical Ewing's sarcoma by cytological and histological findings.
      Differential diagnosis from atypical Ewing's sarcoma, neuroblastoma, and
      rhabdomyosarcoma is possible by immunohistochemistry.
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TI  - Role of upper respiratory tract infection in the deaths occurring in neonatal
      ferrets infected with influenza virus.
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AB  - Passive immunization of ferret neonates by colostrally-derived anti-influenza
      virus IgG did not entirely prevent infection when mothers were immunized with 1
      or 2 doses of formalin inactivated vaccine with adjuvant (alhydrogel). Influenza 
      virus replication was almost completely prevented in the lower respiratory tract 
      but only slightly reduced in the upper respiratory tract leading to deaths in
      about 50% of the neonates. Such neonates showed at most only minor lesions in the
      lower respiratory tract but moderate to severe inflammatory changes in the upper 
      respiratory tract of most animals. This supports previous results suggesting that
      deaths, reminiscent of the human sudden infant death syndrome (SIDS), may arise
      purely as a result of upper respiratory tract infection, possibly following
      obstruction of the airways.
AD  - Department of Microbiology, University of Birmingham, U.K.
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TI  - Results of routine patch testing of 542 patients in Saskatoon, Canada.
PG  - 120-4
AB  - 542 patients (330 women, 212 men) with suspected allergic contact dermatitis were
      patch tested to standard series allergens between January 1983 and June 1987.
      Positive reactions were most frequently seen with nickel (17.4%), ethylenediamine
      (8.7%), formaldehyde (7.4%), colophony (7.0%), potassium dichromate (6.1%) and
      neomycin (5.7%). Patients with dermatitis involving the legs were significantly
      more likely to be allergic to ethylenediamine (p = 0.01) and benzocaine (p =
      0.04) than those with dermatitis not involving the legs. Neomycin allergy was not
      associated with dermatitis involving the legs. Patients allergic to
      ethylenediamine were significantly more likely to be allergic to neomycin than
      patients not allergic to ethylenediamine (p = 0.002).
AD  - Department of Medicine, University Hospital, University of Saskatchewan,
      Saskatoon, Canada.
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TI  - Immunoglobulins and immunoglobulin-containing cells in the reproductive tract of 
      normal rams.
PG  - 16-20
AB  - The levels of the immunoglobulins IgA, IgG1, IgG2, and IgM were measured in serum
      and fluid from various locations in the reproductive tract of normal rams. These 
      fluids included semen, preputial washings, and fluid from the accessory sex
      glands (ASG), vasa deferens, rete testes, and tissue fluid from the seminal
      vesicles, bulbourethral glands, epididymal tails and efferent ducts. In addition,
      the prevalence of specific Ig-containing cells (ICC) was measured in sections of 
      formalin fixed tissues stained by an indirect peroxidase-antiperoxidase labelling
      technique. Mean IgA levels in semen (1.23 mg/ml) and ASG fluid (0.46 mg/ml), were
      higher than in serum (0.19 mg/ml) and were at levels higher than IgG1 or IgG2
      levels in semen, ASG fluid, and preputial washings, thus confirming the existence
      of a local immune system primarily in the ASG of ram genitalia. Relatively low
      concentrations of IgA and IgG in other genital fluids and IgG levels in these
      fluids were consistent with diffusion from serum. The relatively high prevalence 
      of IgA-containing cells in bulbourethral (56% of all ICC) and prostate (49%)
      glands confirmed these tissues as major sites of local Ig production. ICC were
      also found in large numbers beneath pelvic urethral and preputial epithelia, but 
      these were predominantly IgG-containing (88 and 72% respectively).
AD  - Graduate School of Tropical Veterinary Science, James Cook University of North
      Queensland, Townsville.
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TI  - Passively inhaled tobacco smoke: a challenge to toxicology and preventive
      medicine.
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AB  - The difficulties in defining the exposure of a passive smoker might explain the
      controversial results regarding an association between passive smoking on one
      hand and lung cancer, tumors of all sites and ischemic heart diseases on the
      other. The plausibility of these epidemiological observations will be discussed
      in the light of analytical, toxicological, biochemical and oncological data. The 
      minute amounts of nicotine and particulate matter, even the much higher
      concentrations of volatile substances, such as nitrosamines, NOx, acroleine and
      formaldehyde, present in diluted sidestream compared to mainstream smoke and
      breathed by involuntarily smoking people, cannot explain their relatively high
      cancer risk. It is plausible if one considers the high capacity of cigarette
      smoke to induce drug metabolizing enzymes. Diluted sidestream smoke, however,
      lacks compounds which induce several iso-enzymes of cyt. P-450 monooxygenase in
      the tissues. The best evidence is the up to 100-fold increase in placental
      enzymes if pregnant women smoke, whereas passively inhaled tobacco smoke is
      ineffective as inducer. The small amounts of paternal smoke inhaled by pregnant
      women, containing teratogenic and carcinogenic compounds, which are supposedly
      not detoxified in the placenta, seem to explain the higher risk for malformations
      of the fetus and the same or even increased risk for perinatal mortality,
      compared with the outcome of pregnancy if the mother smoked. The induction of
      placental enzymes very probably protects the fetus against the much higher
      amounts of toxic agents inhaled by the smoking mother. The increased activity of 
      placental enzymes seems to be a model for the probably greater capacity of
      certain cyt. P-450 iso-enzymes in the lung and other tissues to convert
      carcinogens to inactive metabolites when the individual smokes actively. It is
      well known that concomitant administration of carcinogens with inducing agents
      inhibits tumor growth in animals because of a shift in the metabolism which
      favours the formation of ineffective substances. The negligible amounts of
      nicotine and CO in passively inhaled tobacco smoke cannot be responsible for the 
      surprisingly high risk for ischemic heart diseases of passive smokers. A
      plausible explanation is offered by experiments with doves and chicken, which
      develop atherosclerotic lesions due to the action of carcinogens which are
      metabolized by certain inducible cyt. P-450 iso-enzymes in the aortic wall. Much 
      circumstantial evidence will be presented, indicating that PAHs, contrary to the 
      propagated opinion, play a minor role for the initiation of cancer in active
      smokers.(ABSTRACT TRUNCATED AT 400 WORDS)
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TI  - Traumatically injured primary incisors: a clinical and histological study.
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AB  - World-wide epidemiological studies state that from 8 percent to 30 percent of
      children up to 7 years of age sustain injury to primary incisors, including crown
      fracture, root fracture, tooth avulsion, and dental displacement, which result in
      malformation of permanent incisors depending upon their state of development. In 
      this study, traumatized primary incisors were evaluated clinically and
      radiographically, with the following data recorded: exact or approximate
      time-interval of traumatic episode(s) and extraction, mobility, color change,
      sensitivity to percussion/palpation, swelling, sinus tract, caries, crown/root
      fracture, periodontal/periapical lesions, external/internal root resorption,
      mineralization, and obturation. Based upon the local damage and developmental
      age, 138 teeth were extracted, fixed in 10 percent formalin, and processed for
      histological evaluation according to routine methodology. Histologic findings
      were: the presence of varying extent of necrosis, bacteria in the area of
      necrosis--not in all cases--neutrophilic leukocytes, chronic inflammatory cells, 
      pulpal calcifications, resorption/apposition, and circulatory changes. The blood 
      pigment distinguished hemorrhage due to extraction from pathologic circulatory
      changes. All the described reactions varied in intensity and extent with the time
      interval and the assumed force of the original trauma. Physical trauma to primary
      teeth caused pulpal damage, which could involve periapical tissue, depending on
      the extent of the initial damage.
AD  - Department of Pediatric Dentistry, University of Pennsylvania, School of Dental
      Medicine.
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TI  - Contact dermatitis in Nigeria (i). Hand dermatitis in women.
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AB  - Of 545 consecutive contact dermatitis clinic patients, 271 (49.7%) were women, 29
      (10.7%) of whom had hand dermatitis alone. 17 (58.6%) of these hand cases were
      allergic, the main sensitizers being nickel and essential oils in oranges. Dress 
      makers were mostly affected by nickel, while orange sellers and peelers were
      positive to orange peel, fragrance mix, balsam of Peru and formaldehyde in
      varying combinations. 8 (27.6%) of the hand cases were due to irritants and wet
      jobs, and possibly to allergens not tested. 24 (83%) of the hand cases were
      occupational. Only 1 Nigerian woman had true housewife's hand dermatitis. It was 
      not possible to define the role of atopy because of unreliable histories. 2 cases
      of pompholyx and a negative patch test occurred in the first trimester of
      pregnancy.
AD  - Department of Medicine, College of Medicine, University of Lagos, Nigeria.
FAU - Olumide, Y
AU  - Olumide Y
LA  - eng
PT  - Journal Article
PL  - DENMARK
TA  - Contact Dermatitis
JT  - Contact dermatitis
JID - 7604950
RN  - 7440-02-0 (Nickel)
SB  - IM
MH  - Adolescent
MH  - Adult
MH  - Citrus/adverse effects
MH  - Dermatitis, Contact/*epidemiology/etiology
MH  - Dermatitis, Occupational/epidemiology/etiology
MH  - Female
MH  - Hand Dermatoses/*epidemiology/etiology
MH  - Humans
MH  - Middle Aged
MH  - Nickel/adverse effects
MH  - Nigeria
MH  - Patch Tests
EDAT- 1987/08/01
MHDA- 1987/08/01 00:01
CRDT- 1987/08/01 00:00
PST - ppublish
SO  - Contact Dermatitis. 1987 Aug;17(2):85-8.

PMID- 3314274
OWN - NLM
STAT- MEDLINE
DA  - 19871208
DCOM- 19871208
LR  - 20061115
IS  - 0372-9311 (Print)
IS  - 0372-9311 (Linking)
IP  - 7
DP  - 1987 Jul
TI  - [Hemagglutinating and adhesive capacities of Klebsiella and Enterobacter
      strains].
PG  - 3-6
AB  - The authors analyze the data of studies on the hemagglutinating and adhesive
      capacity of 290 cultures, including 118 K. pneumoniae strains and 64 E. cloacae
      strains isolated from sick children, as well as 59 K. pneumoniae strains and 49
      E. cloacae strains isolated from healthy children. The hemagglutinating
      properties of the strains were determined in the hemagglutination test with
      fresh, formalin- and tannin-treated red blood cells, the adhesive properties were
      studied by light microscopy. Among K. pneumoniae and E. cloacae strains isolated 
      in acute intestinal infections, mannose-sensitive hemagglutination and pronounced
      adhesive activity were prevalent in most cases. Poorly adhesive and nonadhesive
      strains were characteristic of K. pneumoniae and E. cloacae cultures isolated
      from healthy children. The strains isolated from sick and healthy children
      differed only by the prevalence of adhesive cultures.
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TI  - Progress towards control of the acute respiratory viral diseases of childhood.
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AB  - Many of the common respiratory illnesses of infancy and childhood are caused by
      viruses of the Paramyxoviridae family, in particular measles virus, respiratory
      syncytial (RS) virus and parainfluenzavirus type 3 (PI3). Effective measles
      vaccine was developed by classical methods, but these same methods have failed to
      provide vaccines to control RS and PI3 virus infections. The WHO Programme for
      Vaccine Development was initiated in 1983 to encourage the application of the new
      biotechnologies to continuing problems, such as the acute virus-induced
      respiratory diseases of childhood. At a meeting of research workers held in July 
      1986 under the auspices of this programme, renewed optimism was expressed
      concerning the prospects for immunoprophylaxis of RS virus-induced disease.
      Animal models are now available for evaluation of the immunogenic potential of
      candidate vaccines. Vaccinia/RS recombinant viruses have been produced which have
      allowed the immunogenic properties of individual RS virus proteins to be defined.
      Complete protection without the exacerbation of disease, which earlier had
      accompanied the use of formalin-inactivated vaccines, has been achieved in
      animals immunized with vaccinia virus recombinants expressing the F protein;
      partial protection was obtained using G protein gene vectors. PI3 appears to be
      an inherently stable virus and evidence from animal experiments suggests that
      bovine PI3 might be suitable for use as a live vaccine in man.
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TI  - Cryptosporidium infections: a laboratory survey.
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AB  - Between Oct. 1, 1983, and June 30, 1985, Cryptosporidium oocysts were identified 
      in stool specimens from 74 patients who presented with gastrointestinal symptoms 
      to their physicians. Questionnaires prepared to determine travel history,
      symptoms, duration of illness and epidemiologic characteristics of the infection 
      were completed for 67 (90%) of the patients by their physicians; the information 
      on the other 7 patients was obtained from the requisitions accompanying the
      specimens. Of the 67, 35 (52%) had recently been to Mexico. The infection was
      likely transmitted through contaminated water, food and, possibly, milk. The
      infections in patients who had not travelled were thought to be due to contact
      with infected pets or farm animals or with infected children attending daycare
      centres. Diarrhea, vomiting, fever and nausea usually lasted for 1 to 2 weeks,
      except in those with immune deficiency, in whom the symptoms persisted for up to 
      6 months. The condition was diagnosed by identification of oocysts in stool
      specimens that underwent formalin-ether sedimentation and modified cold Kinyoun
      staining.
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TI  - Developmental neurotoxicology of in utero exposure to industrial solvents in
      experimental animals.
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AB  - In summary, relatively few solvents have been examined for developmental
      neurotoxicology. Although most of the studies have not been replicated, the
      majority of the solvents tested have produced significant differences from
      controls. Many used inhalation, which is often the most likely route of
      occupational or environmental exposure. The majority have extended the exposure
      for much of gestation of rats. The extensive usage of solvents and the proportion
      of those tested which have produced positive effects (although admittedly some
      not at environmentally-relevant exposure concentrations), make a strong case for 
      additional testing of industrial solvents for developmental neurotoxicology.
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TI  - Disseminated histiocytosis X. A clinical and immunohistochemical retrospective
      study.
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AB  - Fourteen cases of disseminated histiocytosis x (HX) from a 15 year period were
      studied clinicopathologically. Morbidity and mortality were comparable to that of
      previous reports on disseminated HX. S-100 protein, recently established as a HX 
      marker, was demonstrated immunohistochemically in the cytoplasm and the nuclei of
      the HX cells of 12 examined cases. Neuron specific enolase (NSE) positive
      material was found in a minority of the cells of 2 cases. Cytoplasmic lysozyme
      was present in the mononuclear cells accompanying the HX cells in all examined
      cases. These results show that immunohistochemical demonstration of S-100 protein
      and lysozyme can be successfully applied to formalin-fixed, paraffin embedded
      tissue after storage at room temperature for as long as 15 years. The presence of
      cytoplasmic NSE positivity in the lesions from 2 patients was surprising and has 
      not previously been observed in HX. This finding suggests an antigenic
      heterogenicity between cases with the disease of unknown prognostic significance.
      Nor did the presence of lysozyme in the lesions from patients with acute as well 
      as chronic disease yield any prognostic information.
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TI  - Reproductive and carcinogenic health risks to hospital personnel from chemical
      exposure--a literature review.
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AB  - Hospital personnel, both those involved directly (surgeons, anesthesiologists,
      operating room nurses) and indirectly (pharmacists, laboratory technicians) with 
      promoting the well-being of patients, and those involved in maintaining the
      proper functioning of the hospital (housekeeping personnel, painters,
      machinists), may be exposed to chemicals that are potential reproductive and
      carcinogenic hazards. Waste anesthetic gases, sterilants, such as ethylene oxide 
      and formaldehyde, antineoplastic drugs, methylmethacrylate, asbestos, and various
      organic reagents and solvents may induce genetic damage, cancer, congenital
      malformation, still-birth, and spontaneous abortion.
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TI  - Opisthorchis viverrini infection and cholangiocarcinoma. A prospective,
      case-controlled study.
PG  - 151-6
AB  - During a prospective, 24-mo case-controlled study, 551 patients from northeastern
      Thailand were independently evaluated for Opisthorchis viverrini infection,
      hepatobiliary tract disease, and hepatic carcinoma to determine whether there was
      any association between hepatic carcinoma and O. viverrini infection. Stool
      examination by the formalin-ether concentration method revealed O. viverrini ova 
      in 389 (70.6%) patients. Of the 551 patients, 72 (13.1%) had both clinical and
      laboratory evidence of hepatobiliary tract disease, chronic liver disease, or
      hepatic carcinoma, alone or in combination. Of these 72 patients, 28 (38.9%) had 
      a liver biopsy that revealed cholangiocarcinoma in 7 patients with O. viverrini
      ova in their stools, and in 4 patients without. In another patient with ova in
      the stool combined hepatocellular carcinoma and cholangiocarcinoma was found. In 
      the 4 patients with cholangiocarcinoma who had no O. viverrini ova in their
      stools, ova were detected in the bile fluid aspirated from the intrahepatic
      biliary tree during exploratory laparotomy. An additional patient with clinically
      suspected cholangiocarcinoma and O. viverrini ova in stool had a left
      supraclavicular lymph node biopsy specimen taken that revealed metastatic
      adenocarcinoma; this adenocarcinoma was interpreted as compatible with
      cholangiocarcinoma. Cholangiocarcinoma, therefore, was found only in patients
      with O. viverrini ova in stool or in the intrahepatic biliary tree. Statistical
      analysis revealed that patients with known O. viverrini infection had a higher
      incidence of cholangiocarcinoma than did patients without such infection (X2
      test, p less than 0.05).
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TI  - [Survey of helminthic infections and treatment of Taenia species infection among 
      the aborigines in Chien-Shih District, Hsin-Chu County, northern Taiwan].
PG  - 96-103
AB  - Six hundred and sixteen out of 770 (80%) aborigines examined were found to be
      infected with intestinal helminthes. A total of 7 species of parasites were
      detected with the formalin-ether concentration technique. The infection rate of
      Ascaris lumbricoides was 77.1%, Trichuris trichiura 28.8%, Taenia sp. 18.4%,
      Enterobius vermicularis 1.6%, and there was one case each of hookworm,
      Hymenolepis nana and H. diminuta infections. Infection rate was slightly higher
      among females (81.3%) than males (78.9%). It was also higher in Yu-Feng (86.9%)
      than Shiu-Luan villages (75.5%). The incidence of helminthic parasites was found 
      in all ages. 11-20 age-group was the highest (84.4%), followed by 1-10 (81.5%),
      51 and more (80.6%), 41-50 (77%), 31-40 (76%), and 21-30 (72%). In general, the
      rate seems to be higher among the young and old. But, the rate of Taenia sp. was 
      increased with the increase in age. Taenia sp. was found to be of considerable
      high prevalence. However, only 7 out of the 252 (2.7%) junior high school
      students were found infected in contrast to the 18.4% found in the villages.
      After atabrine treatment, 108 adult worms, 83 with and 25 without scolices were
      obtained from 54 of 72 treated cases. The number of expelled worms varied from 1 
      to 8, with an average of 2 worms per infected person. 29 (53.7%) aborigines
      expelled only one worm, and 25 (46.3%) cases expelled more than one worms.
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TI  - Symptoms of respiratory illness in young children and the use of wood-burning
      stoves for indoor heating.
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AB  - The occurrence of symptoms of respiratory illness among preschool children living
      in homes heated by wood-burning stoves was examined by conducting an historical
      prospective study (n = 62) with an internal control group (matched for age, sex, 
      and town of residence). Exposures of subjects were not significantly different (P
      greater than .05) with respect to parental smoking, urea-formaldehyde foam
      insulation, and use of humidifiers. The control group made significantly greater 
      use of gas stoves for cooking whereas the study group made greater use of
      electric stoves for cooking and of air filters (P less than .05). Only one home
      used a kerosene space heater. During the winter of 1982, moderate and severe
      symptoms in all categories were significantly greater for the study group
      compared with the control group (P less than .001). These differences could not
      be accounted for by medical histories (eg, allergies, asthma), demographic or
      socioeconomic characteristics, or by exposure to sources of indoor air pollution 
      other than wood-burning stoves. Present findings suggest that indoor heating with
      wood-burning stoves may be a significant etiologic factor in the occurrence of
      symptoms of respiratory illness in young children.
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TI  - Report on the Consensus Workshop on Formaldehyde.
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AB  - The Consensus Workshop on Formaldehyde consisted of bringing together scientists 
      from academia, government, industry and public interest groups to address some
      important toxicological questions concerning the health effects of formaldehyde. 
      The participants in the workshop, the Executive Panel which coordinated the
      meeting, and the questions posed, all were chosen through a broadly based
      nomination process in order to achieve as comprehensive a consensus as possible. 
      The subcommittees considered the toxicological problems associated with
      formaldehyde in the areas of exposure, epidemiology,
      carcinogenicity/histology/genotoxicity, immunology/sensitization/irritation,
      structure activity/biochemistry/metabolism, reproduction/teratology,
      behavior/neurotoxicity/psychology and risk estimation. Some questions considered 
      included the possible human carcinogenicity of formaldehyde, as well as other
      human health effects, and the interpretation of pathology induced by
      formaldehyde. These reports, plus introductory material on the procedures used in
      setting up the Consensus Workshop are presented here. Additionally, there is
      included a listing of the data base that was made available to the panel chairmen
      prior to the meeting and was readily accessible to the participants during their 
      deliberations in the meeting. This data base, since it was computerized, was also
      capable of being searched for important terms. These materials were supplemented 
      by information brought by the panelists. The workshop has defined the consensus
      concerning a number of major points in formaldehyde toxicology and has identified
      a number of major deficits in understanding which are important guides to future 
      research.
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TI  - [Occupational exposure to formaldehyde during pregnancy].
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TI  - [External conduit repair for congenital heart diseases].
PG  - 920-3
AB  - Between January 1970 and March 1984, external conduit repair was performed in
      eighty-five consecutive patients for various complex anomalies. The age at
      operation ranged from 2 months to 47 years, and 41 patients were in an age group 
      of 5 to 9 years. Among 85 complex anomalies, 20 cases of d-transposition with VSD
      + PS, 33 cases of Tetralogy of Fallot with pulmonary atresia, 11 cases of truncus
      arteriosus and 11 cases of 1-transposition were included. From January 1970 to
      December 1975, conduits used were aortic homograft in 1, formalin treated porcine
      valved conduits in 27, and valved conduits treated with 0.65% glutaraldehyde in 3
      and from January 1976 to November 1982, 42 Hancock composite grafts were used.
      Since December 1982, valved conduits made of preserved pericardium treated with
      glutaraldehyde were employed. In sixty-one patients survived from operation,
      actuarial survival rate was calculated as 87% at five years, 82% at ten to
      fourteen years. However, systolic pressure of right ventricle after repair mostly
      affected actuarial survival rate which maintained 93% at twelve years in patients
      with systolic pressure lower than 80 mmHg, and reduced to 65% at fourteen years
      in patients with that higher than 80 mmHg. Although external conduit repair was
      valuable for surgical treatment in complex anomalies, proper selection of conduit
      material, prevention of infectious endocarditis, and pseudoendothelial
      proliferation in late stage were the problems to be solved in the future.
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TI  - Onchocerciasis in Venezuela: prevalence of microfilaraemia in Amerindians and
      morphological characteristics of the microfilariae from the Upper Orinoco Focus.
PG  - 167-73
AB  - Data are presented on microfilaraemia in 191 Yanomami Amerindians from two areas 
      of Venezuela's Upper Orinoco Basin, where an endemic focus of onchocerciasis has 
      been recently detected. Onchocerca microfilariae were found in the blood of 12.6%
      of the persons examined. In the village with the higher number of examined
      individuals (N = 162), the prevalence of microfilaraemia in the age groups
      covaried with the prevalence of microfilariae in the skin and with the parasite
      load (mf/mg of skin). A positive correlation was found between age and these
      three variables. The prevalence of Onchocerca microfilaraemia in the Upper
      Orinoco focus is high, and may be related to the ability of the strain to invade 
      the blood stream. Morphobiometric characteristics of the Onchocerca microfilariae
      isolated from human blood are similar to those of O. volvulus fixed in formalin
      from skin and from the uterus of female O. volvulus worms. All have a very short 
      cephalic space. Comparisons with the entity from the Upper Caura river designated
      as Microfilaria bolivarensis were also made. It was concluded that there are no
      valid biometric differences in thick blood smears between microfilaria
      bolivarensis and microfilaria of O. volvulus from the Upper Orinoco deme. A more 
      striking difference may be in the concentration of microfilariae observed in the 
      blood, which in one case of mf. bolivarensis was more than forty times the
      highest number recorded for microfilaria O. volvulus in Parima.
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TI  - Hirschsprung's disease studied with monoclonal antineurofilament antibodies on
      tissue sections.
PG  - 652-4
AB  - In a retrospective study of Hirschsprung's disease two monoclonal
      antineurofilament antibodies were tested immunohistochemically. Biopsy samples of
      rectum and colon were fixed in formalin and embedded in paraffin. Tissue sections
      from normal controls and from unaffected colon of patients with Hirschsprung's
      disease showed partial staining of only some of the axon bundles in the myenteric
      and in the submucous plexus. In contrast, in all tissue sections from colon
      affected by Hirschsprung's disease there were heavily stained hyperplastic axon
      bundles. Sections of colon from patients with various other neurogenic disorders 
      of the colon were studied by the same method; the characteristic Hirschsprung
      picture was never seen.
FAU - Kluck, P
AU  - Kluck P
FAU - van Muijen, G N
AU  - van Muijen GN
FAU - van der Kamp, A W
AU  - van der Kamp AW
FAU - Tibboel, D
AU  - Tibboel D
FAU - van Hoorn, W A
AU  - van Hoorn WA
FAU - Warnaar, S O
AU  - Warnaar SO
FAU - Molenaar, J C
AU  - Molenaar JC
LA  - eng
PT  - Journal Article
PT  - Research Support, Non-U.S. Gov't
PL  - ENGLAND
TA  - Lancet
JT  - Lancet
JID - 2985213R
RN  - 0 (Antibodies, Monoclonal)
SB  - AIM
SB  - IM
MH  - Antibodies, Monoclonal/*immunology
MH  - Axons/pathology
MH  - Colon/innervation/pathology
MH  - Cytoskeleton/*immunology
MH  - Diagnosis, Differential
MH  - Hirschsprung Disease/*diagnosis/immunology
MH  - Humans
MH  - Hyperplasia
MH  - Infant, Newborn
MH  - Myenteric Plexus/pathology
MH  - Retrospective Studies
MH  - Staining and Labeling
MH  - Submucous Plexus/pathology
EDAT- 1984/03/24
MHDA- 1984/03/24 00:01
CRDT- 1984/03/24 00:00
PST - ppublish
SO  - Lancet. 1984 Mar 24;1(8378):652-4.

PMID- 6374629
OWN - NLM
STAT- MEDLINE
DA  - 19840626
DCOM- 19840626
LR  - 20041117
IS  - 0277-9730 (Print)
IS  - 0277-9730 (Linking)
VI  - 3
IP  - 2
DP  - 1984 Mar-Apr
TI  - Prevalence of antibodies to Chlamydia trachomatis in Japanese persons determined 
      by microimmunofluorescence using reticulate bodies as single antigen.
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AB  - The incidence of humoral antibodies to Chlamydia trachomatis was determined in
      1005 Japanese individuals of various ages. Formalin-fixed purified reticulate
      bodies of C. trachomatis (L2(434) strain) were used as antigens in the
      microimmunofluorescence test. Of 137 pregnant women, 25 (18.2%) had antibody
      titers of 1:10 or larger. Of 120 cord blood specimens from newborns, 16 (13.3%)
      were positive. Among 565 infants and children a progressive, age-related increase
      in seropositivity was observed except in 6- to 8-year-olds: 9.2% for infants
      under 1 year old; 20.8 to 25.0% for 1-to 5-year-olds; 11.7 to 17.6% for 6- to
      8-year-olds; and 26.1 to 32.3% for 9- to 15-year-olds. Among 183 adults the
      seropositivity rate was between 20.0 and 26.7%, and a progressive increase in
      seropositivity was not clearly observed. These data suggest that C. trachomatis
      infection occurs commonly in Japanese adults and children.
FAU - Numazaki, K
AU  - Numazaki K
FAU - Chiba, S
AU  - Chiba S
FAU - Nakata, S
AU  - Nakata S
FAU - Yamanaka, T
AU  - Yamanaka T
FAU - Nakao, T
AU  - Nakao T
LA  - eng
PT  - Journal Article
PL  - UNITED STATES
TA  - Pediatr Infect Dis
JT  - Pediatric infectious disease
JID - 8209468
RN  - 0 (Antibodies, Bacterial)
RN  - 0 (Antigens, Bacterial)
SB  - IM
MH  - Adolescent
MH  - Adult
MH  - Aging
MH  - Antibodies, Bacterial/*analysis
MH  - Antigens, Bacterial/immunology
MH  - Asian Continental Ancestry Group
MH  - Child
MH  - Child, Preschool
MH  - Chlamydia trachomatis/*immunology
MH  - Female
MH  - Fetal Blood/immunology
MH  - Fluorescent Antibody Technique
MH  - Humans
MH  - Infant
MH  - Infant, Newborn
MH  - Japan
MH  - Pregnancy
EDAT- 1984/03/01
MHDA- 1984/03/01 00:01
CRDT- 1984/03/01 00:00
PST - ppublish
SO  - Pediatr Infect Dis. 1984 Mar-Apr;3(2):105-9.

PMID- 6364780
OWN - NLM
STAT- MEDLINE
DA  - 19840316
DCOM- 19840316
LR  - 20041117
IS  - 0002-9173 (Print)
IS  - 0002-9173 (Linking)
VI  - 81
IP  - 2
DP  - 1984 Feb
TI  - Detection of allergic disease in adenoid tissue.
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AB  - Allergic adenoiditis is defined as the presence of numerous brightly fluorescent 
      IgE mast cells (FIEMC) demonstrated in formalin-fixed adenoid tissue by the
      trypsin-immunofluorescent method. A prospective study of 606 routinely
      accessioned cases seen during a 39-month period revealed 98 positive cases.
      Correlation with clinical and other allergic diagnostic testing revealed a
      sensitivity of 58% and a specificity of 89%. The pathogenetic role of allergy in 
      chronic otitis media with effusion appears to be related to an exaggerated
      immediate hypersensitivity response to an allergen and/or infectious agent
      leading to dysfunction of the eustachian tube. The proximity and shared mucosa of
      adenoid tissue and eustachian tube allow the recognition of this inflammatory
      event.
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TI  - [Transmissible gastroenteritis: vaccination of sows in contaminated environment
      using inactivated virus in oil emulsion].
PG  - 347-57
AB  - An oil emulsion vaccine against TGE was prepared using a virus suspension
      produced in tissue culture and inactivated by formaline. Intramuscular
      vaccination trials were performed on sows in the field from two herds (167 sows) 
      which had been infected by TGE virus more than one year previously. Considering
      qualities of immunity after natural infection, the objective of the work was to
      try to give a new impetus to immunity in such herds using vaccination as a
      booster. After two vaccine injections the serological pattern of the herd was
      modified: negative serological reaction disappeared, the proportion of highly
      positive serological reactions increased and higher homogeneity was observed in
      the distribution of levels of neutralizing antibody reactions. In contrast, using
      protection tests in piglets against virulent challenge, there was no evidence of 
      significant differences between litters from vaccinated sows (86% of piglets were
      protected) and those of unvaccinated sows (89% of piglets were protected). Our
      results suggest that passive protection given to piglets by lactogenic immunity
      following natural infection could last all the economic life of the sow. The
      interest of the vaccination as a booster of mammary immune response and its
      epidemiological consequences are discussed.
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TI  - Applications of electron microscopy to diagnostic pulmonary pathology.
PG  - 888-900
AB  - Viruses and other possible causative agents should be sought light and electron
      microscopically in all cases of ill-defined diseases including "sarcoid."
      Ideally, tissue should be prepared for electron microscopic examination as soon
      as a specimen is obtained; however, when this has not been done, tissue preserved
      in formalin solution can be used. Viruses, some bacteria, and other agents
      suspected on the basis of light microscopic findings can be verified electron
      microscopically by reprocessing paraffin-embedded tissue from areas that show
      smudge cells, focal necrosis with atypical cellular proliferation, and nuclear
      inclusions. Electron microscopically, all dying cells show swelling and rupture
      of cellular organelles and membranes; reactive changes include proliferation of
      branching tubules and paracrystalline and other types of proteinaceous
      precipitates (inclusions) in both the nucleus and cytoplasm. Qualitative and
      quantitative changes of cellular organelles, fibrils, microvilli, and
      intercellular junctions reflect hyperplasia, metaplasia, or dysplasia of the cell
      and may enable identification of the diseases, e.g., desquamative interstitial
      pneumonia. In various conditions, basal laminae become irregular, disruptive, or 
      reduplicated following epithelial necrosis and regeneration. Electron microscopic
      evidence of immunologic damage to basal lamina and cells and
      immuno-electron-microscopic features of the lung in general require further
      studies. Electron microscopic features of transbronchial biopsy specimens may be 
      diagnostic in cases of alveolar proteinosis, histiocytosis X, and amyloidosis.
      Ultrastructural abnormalities of cilia are common; primary ciliary defects are
      rare. Finally, light microscopic, scanning electron microscopic, and x-ray
      energy-dispersive spectrometric examinations of paraffin-embedded sections appear
      most practical for the pathologic evaluation of cases of pneumoconiosis.
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TI  - The health hazards of formaldehyde.
PG  - 121-6
AB  - Formaldehyde is ubiquitous in the environment. As an aqueous solution, it causes 
      burns on contact with the skin and eyes, and the vapour is irritating to the eyes
      and respiratory system. It is a sensitizing agent and may affect susceptible
      individuals at levels below the current British TLV of 2 ppm. It has been tested 
      for teratogenicity in several animal species by a variety of routes, but was not 
      positive in any of the studies. Inhalation of the vapour has been shown to cause 
      nasal cancer in rats and mice. However, epidemiological studies have failed to
      confirm whether or not the compound is carcinogenic in humans.
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TI  - The hazard evaluation system and information service: a physician's resource in
      toxicology and occupational medicine.
PG  - 560-71
AB  - Hazard evaluation is an emerging science. The Hazard Evaluation System and
      Information Service (HESIS), part of California's program in preventive
      occupational health, is a resource for clinicians who wish to stay abreast of the
      relationship between toxicology and occupational health. For example, advances in
      assays for cancer or reproductive effects in test animals enable us to identify
      with greater confidence significant cancer or reproductive hazards among the
      increasing variety of workplace exposures. Occupational experiences with
      dibromochloropropane (DBCP), Kepone, bis(chloromethyl) ether, benzidine and vinyl
      chloride demonstrate the shortcomings of relying on human data. The latency
      period of cancer, limited sensitivity of epidemiologic studies and severity of
      effects require us to use animal test data to evaluate the potential cancer and
      reproductive risks of workplace substances. HESIS gives appropriate weight to
      experimental data in hazard evaluations of chemicals such as ethylene oxide,
      ethylene dibromide, polychlorinated biphenyls and the glycol ethers. A similar
      approach is apparent in the California Department of Health Services' recently
      released Carcinogen Identification Policy.
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TI  - Spontaneous abortions in hospital staff engaged in sterilising instruments with
      chemical agents.
PG  - 1461-3
AB  - Spontaneous abortions in hospital sterilising staff were analysed using data from
      a postal questionnaire and a hospital discharge register. The study included all 
      the sterilising staff employed in Finnish hospitals in 1980; the controls were
      nursing auxiliaries. Data from the questionnaire showed that the frequency of
      spontaneous abortions was 11.3% for the sterilising staff and 10.6% for the
      nursing auxiliaries. When the staff were concerned in sterilising procedures
      during their pregnancy the frequency was 16.7% compared with 5.6% for the
      non-exposed pregnancies. Adjustment for age, parity, decade of pregnancy, smoking
      habits, and intake of coffee and alcohol did not affect the differences. The
      increased frequency of spontaneous abortion correlated with exposure to ethylene 
      oxide but not with exposure to glutaraldehyde or to formaldehyde. Analysis of
      spontaneous abortions from the hospital discharge register confirmed the
      findings. Thus the results from the two independent analyses suggest that
      exposure to ethylene oxide in hospitals may carry a risk of spontaneous abortion 
      among sterilising staff.
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TI  - Investigations into falsely elevated somatic cell counts of bulked herd milk.
PG  - 559-65
AB  - Bulk milk cell counts obtained by a Coulter Milk Cell Counter were shown to be
      falsely elevated because of the formation of non-cellular particles (NCP). The
      NCP, which were detected by the use of a particle size analyser, were removed if 
      the milk samples were heated to 55 degrees C for 15 min before the addition of
      formalin. A survey of bulk milk supplies in New South Wales showed that NCP
      occurred in milk from 2% of farms, the counts being falsely elevated by about 200
      000 cells/ml. Surveys of milking equipment of farms where the bulk milk had shown
      this phenomenon demonstrated a relationship between the use of centrifugal milk
      pumps and the presence of NCP with a much lower prevalence in herds where spit
      chamber releasers were used. These particles were not air bubbles since air was
      removed from the milk by heating to 60 degrees C for 15 min, vacuum at 65 mmHg
      for 15 min or 0.5% v/v octan-2-ol; only the heat treatment removed the NCP.
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TI  - Inhalation anesthetics, anticancer drugs and sterilants as chemical hazards in
      hospitals.
PG  - 94-107
AB  - In recent years, there has been a considerable increase in the use of chemicals
      (chemical sterilants and antimicrobial agents, antineoplastic drugs, and
      anesthetic gases) in hospitals. The possible existence of occupational health
      hazards has often been overlooked in light of the great advantages provided by
      the use of chemical agents. It appears that certain hospital sectors, such as
      anesthesia units, sterilizing units and oncology units, require different degrees
      of caution and protective measures with respect to the handling of chemicals. The
      scientific evidence on which recommendations should be based is, in most cases,
      fairly meager; until more is known about the hazards, it would be prudent to
      minimize the occupational exposure to chemicals in hospitals.
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TI  - An indirect immunofluorescence study of antibodies to Aspergillus funigatus in
      sera from children and adults without aspergillosis.
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AB  - An indirect immunofluorescence (IF) method for detection of antibodies of
      Aspergillus fumigatus was developed: it used cryosections of formaldehyde-treated
      mycelium as antigen. Mycelial age was found to be of importance for titer
      determination, and growth in Czapek-Dox broth for 48 h at 37 degrees C was
      considered optimal. Fluorescein-conjugated rabbit antisera to human
      immunoglobulins reacted by direct IF with A. fumigatus but this staining could be
      abolished by absorption of conjugates with homogenized mycelium of A. fumigatus. 
      Chessboard titrations revealed plateau end-points of conjugates in the range 0 . 
      05-0 . 2 antibody units ml -1, which is the same range as found in other systems.
      Sera from 54 adults and 69 children not suspected of having fungal disease were
      investigated for antibodies to A. fumigatus. IgG antibodies were present at birth
      and the prevalence and titers fell during the first half year. Through childhood 
      the prevalence and titers of IgG and IgM as well as IgA antibodies increased
      towards adult levels. In adults IgG antibodies in titers of 40 to 5120 were
      present in all 54 subjects tested, IgM antibodies in titers 10 to 160 occurred in
      91% and IgA antibodies in titers of 10 to 80 in 78%. These findings may be
      explained by continuous exposure through childhood and adult life to antigens of 
      A. fumigatus or to cross-reacting antigens.
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TI  - [Thiazolidine carboxylic acid toxicity. A review of 78 cases (author's transl)].
PG  - 509-12
AB  - Among the calls for information recently received by the French Poison Control
      Centers, 78 concerned a liver protecting agent, thiazolidine carboxylic acid. In 
      almost every case, doses well above the therapeutic range have provided a status 
      epilepticus. Thus confirming the neurotoxicity of the drug which had been known
      to the Poison control Centers for the past 10 years. Several patients had also
      metabolic acidosis, severe hypoglycaemia, or, more scarcely, hyperglycaemia.
      Seizures convulsions occurred specially in young children whose immature
      blood-brain barrier allowed penetration into the CSF of thiazolidine carboxylic
      acid, later metabolized locally into the strongly irritant compound formaldehyde.
      In view of its toxicity, the drug should never be administered to young children.
      The usual measures to prevent intoxication should be applied and in case of
      overdosage the patients should be admitted to hospital for observation.
      Long-lasting anti-epileptic treatments should be avoided.
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TI  - Report of the Federal Panel on Formaldehyde.
PG  - 139-68
AB  - The Federal Panel on Formaldehyde concluded that definitive experiments exist
      which demonstrate the mutagenicity and carcinogenicity of formaldehyde under
      laboratory conditions. Formaldehyde induces both gene mutations and chromosomal
      aberrations in a variety of test systems. Inhalation of formaldehyde causes
      cancer of the nose in rats. The concentrations of formaldehyde in inhaled air
      that caused nasal cancer in Fisher 344 rats are within the same order of
      magnitude as those to which humans may be exposed. The data presently available
      do not permit a direct assessment of the carcinogenicity of formaldehyde to man. 
      Epidemiologic studies on exposed human populations are in progress and may
      further clarify the situation. Other experimental and human studies on toxic
      effects such as teratogenicity and reproductive disorders are as yet inadequate
      for a health risk assessment. The CIIT 24 month study on animal carcinogenicity
      has not yet been completely evaluated. Additional data are expected on the
      effects of prolonged exposure to lower doses of formaldehyde and on the possible 
      carcinogenicity of formaldehyde in the mouse. The panel recommends that, for a
      comprehensive health risk assessment, further experiments be conducted on the
      effects of other modes of exposure (ingestion and skin penetration), the effects 
      in humans, and on the pharmacokinetics of formaldehyde in man and animals and the
      possible role for formaldehyde in reproductive and chronic respiratory disorders.
      It is the conclusion of the panel that formaldehyde should be presumed to pose a 
      carcinogenic risk to humans.
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TI  - Studies on trematodes of the family Heterophyidae (Odhner, 1914) in Iran: 1.
      Preliminary epidemiological surveys in man and carnivores in Khuzestan.
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AB  - Trematodes of the family Heterophyidae in man and carnivores were studied in
      Khuzestan, south-west Iran. Eight hundred and eleven stool samples from a
      population of 3400 in 13 villages in a swampy area located in central Khuzestan
      were examined by the formalin-ether concentration technique. The following
      helminths were found: Ascaris lumbricoides 7%, Trichostrongylus spp. 53%,
      hookworms 4+, Trichuris trichiura 5%, Hymenolepis nana 12% and heterophyid spp.
      8%. Post-mortem examination of carnivores revealed that 14.2% of jackals, 33.3%
      of foxes and 2.5% of dogs were infected with heterophyids, namely Metagonimus
      yokogawai, Heterophyes heterophyes and H. katsuradai. The freshwater snails
      Melanoides and Melanopsis spp. and brackish water fishes Barbus spp. and Mugil
      spp. were thought to be the intermediate hosts of these flukes in this area. This
      is the first report of heterophyid infection in man and carnivores in Iran.
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TI  - Formaldehyde exposure in nonoccupational environments.
PG  - 277-84
AB  - Free formaldehyde may be released from wood products and foam insulation where
      urea-formaldehyde resins have been used. From January, 1978 to November, 1979,
      100 structures were investigated by the Wisconsin Division of Health after
      receiving complaints of health problems from occupants. Air samples were
      collected in midget impingers and analyzed for formaldehyde content by the
      chromotropic acid procedure. Health information was obtained from the occupants
      via questionnaires. Mean formaldehyde concentration observed ranged from below
      the limit of detection to 3.68 ppm. Eye irritation, burning eyes, runny nose, dry
      or sore throat, headache, and cough were the primary symptoms which were reported
      by the occupants. Statistically significant associations were seen between
      formaldehyde levels and age of home/building materials. Observations presented
      suggest nonoccupational, indoor environmental exposure to formaldehyde is
      significant and may reach levels which exceed occupational exposure standards.
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TI  - Formalin infiltration of ductus arteriosus in cyanotic congenital heart disease.
PG  - 573-6
AB  - Formalin infiltration of the ductus arteriosus was performed in 13 neonates with 
      pulmonary atresia (three with ventricular septal defect, two with tricuspid
      atresia, and eight with intact ventricular septum, one of whom had Ebstein's
      anomaly) in an attempt to maintain duct patency. Nine patients had an additional 
      retrograde pulmonary valvotomy and one a Blalock-Taussig shunt. The mean
      preoperative systemic PO2 was 31 mmHg and rose significantly to 46 mmHg after
      operation. However, the PO2 rose in only two of the four patients who had
      formalin infiltration alone. There were five early deaths and three had clinical 
      evidence of duct closure. Four patients needed further surgery
      (systemic-pulmonary artery shunt) within eight days. Seven of eight surviving
      patients were shown to have a closed duct at repeat cardiac catheterisation (two 
      to 13 months after operation). The eighth died before restudy. There were four
      late deaths, one following late reoperation and the other three within five
      months of early reoperation. These results suggest that formalin infiltration
      cannot ensure long-term duct patency. As short-term patency can be maintained
      more reliably by prostaglandin administration, we have abandoned the operation.
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TI  - Continuing IUD research.
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OID - PIP: 017716
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OAB - PIP: 3 IUD research projects currently under way are announced. First, IFRP is
      sponsoring a 10-year retrospective study of IUD use in approximately 10,000
      women. Data were collected at the Ljubljana Family Planning Institute in
      Yugoslavia and will be analyzed to determine rates of ectopic pregnancy, cervical
      dysplasia, and pelvic inflammatory disease. The study is of particular
      significance because it includes women with multiple IUD insertions, permitting
      side effects such as bleeding, pain, and infection and events such as expulsion, 
      termination, and pregnancy to be related to this factor. Second, IFRP and the
      Program for the Introduction and Adaptation of Contraceptive Technology (PIACT)
      are collaborating on a project to evaluate the use of chemical disinfectants to
      sterilize copper-bearing IUDs. Such a method would be of particular interest in
      developing countries. 6 potential solutions-aldehyde, formaldehyde,
      glutaraldehyde, choloring-liberating compounds, iodine, and iodine-liberating
      compounds-were pretested. The latter 2 were rejected because they corrode copper.
      Although the remaining 4 had some adverse reactions, 1 or more will be further
      tested under the working conditions that prevail in family planning clinics in
      developing countries. Third, the IRFP is replicating an earlier study by Dr.
      Ibrahim Kamal in which a nylon T device was inserted in 98 not so-recently
      pregnant women. In the current study the nylon-wound T and the TCu-200 are being 
      randomly inserted in 200 women in Puerto Rico and Yugoslavia. This study will
      help evaluate the hypothesis that the effectiveness of copper IUDs is
      attributable to the increase in surface area rather than the copper itself.
OTO - PIP
OT  - *Contraception
OT  - Contraceptive Effectiveness
OT  - Contraceptive Methods--complications
OT  - Contraceptive Methods--side effects
OT  - *Copper
OT  - *Evaluation
OT  - Examinations And Diagnoses
OT  - Family Planning
OT  - *Family Planning Program Evaluation
OT  - Family Planning Programs
OT  - Ingredients And Chemicals
OT  - Inorganic Chemicals
OT  - *Iud Material
OT  - *Iud, Copper Releasing
OT  - *Iud, Unmedicated
OT  - *Iud--complications
OT  - *Iud--side effects
OT  - Laboratory Examinations And Diagnoses
OT  - *Laboratory Procedures
OT  - Metals
OT  - *Nylon
OT  - Polymers
OT  - *Size
OT  - *Use-effectiveness
GN  - PIP: TJ: NETWORK
EDAT- 1981/01/01 00:00
MHDA- 2002/10/09 04:00
CRDT- 1981/01/01 00:00
PST - ppublish
SO  - Netw Res Triangle Park N C. 1981 Jan;2(2):4.

PMID- 7005267
OWN - NLM
STAT- MEDLINE
DA  - 19810324
DCOM- 19810324
LR  - 20091118
IS  - 0021-9746 (Print)
IS  - 0021-9746 (Linking)
VI  - 33
IP  - 12
DP  - 1980 Dec
TI  - Identification of group B streptococci in tissue sections using the
      peroxidase-antiperoxidase method: a retrospective necropsy study.
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AB  - The peroxidase-antiperoxidase (PAP) method was used to demonstrate group B
      streptococci in formalin-fixed, paraffin-embedded tissue sections using
      commercial group specific streptococcal antiserum. Sections from neonatal
      necropsies in which postmortem lung cultures were positive for group B
      streptococci showed positively stained intra- and extra-cellular cocci in the
      alveolar exudate. Many hyaline membranes contained intact organisms whereas some 
      membranes showed only diffuse positive staining. One case of neonatal death was
      evaluated in which there was a clinical diagnosis of group B streptococcal
      infection, but postmortem cultures were not obtained. Group B streptococci were
      identified in the lung by the PAP method. This method may be of assistance in the
      postmortem evaluation of certain infectious diseases such as those due to group B
      streptococci.
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TI  - Maintaining patency of the ductus-arteriosus for palliation of cyanotic
      congenital cardiac malformations. The use of prostaglandin E1 and formaldehyde
      infiltration of the ductal wall.
PG  - 124-8
AB  - We have used two methods to maintain ductal ppatency in 13 newborns during
      surgery for congenital cardiac malformations: prostaglandin E1 (PGE1) infusion
      for the short-term and formaldehyde infiltration of the ductus arteriosuos (FID) 
      for the longer term. PGE1 increased the arterial oxygen saturation, leading to
      stable intraoperative hemodynamics in the six infants in whom it was used. FID
      was used in all 13 patients. Four of these patients died in the hospital, all
      with the ductus open. Of the nine early survivors, all required an additional
      shunt procedure. The five long-term survivors had the second palliative operation
      immediately, three hours, three days, two and one-half months, and four and
      one-half months after FID. We continue to use PGE1 to maintain ductal atency
      through operation, but use aortopulmonary anastomosis in the newborn period
      rather than FID.
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TI  - Micro-indirect hemagglutination test for detection of antibodies to the Ibc
      protein of group B Streptococcus.
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AB  - A micro-indirect hemagglutination test was developed for detecting antibody
      against the Ibc protein of group B Streptococcus. Formalin-preserved, tanned
      sheep erythrocytes were sensitized with a partially purified preparation of Ibc
      protein from a type Ic strain of group B streptococci. A total of 76% of 103 sera
      from pregnant and nonpregnant women had demonstrable antibody against this
      protein, with titers ranging from 10 to 320. Examination of five pairs of mother 
      and cord sera revealed passive transfer of these antibiodies from mother to
      infant. This testing on a limited number of sera also revealed that elevated
      antibody titers against Ibc protein were more common among carriers of group B
      streptococci, especially those harboring strains with Ibc protein antigen, than
      among noncarriers. The technique described was found to be simple, specific,
      sensitive, and reproducible and may be of value in assessing the immune status of
      pregnant women as well as for epidemiological purposes.
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TI  - Prevalence of intestinal helminths in Khuzestan, Southwest Iran, 1977.
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AB  - Large scale studies were performed to determine the prevalence of various
      intestinal helminth infections in urban and rural areas of Khuzestan Province,
      southwest Iran. A total of 16,361 stool samples from people in 105 villages and
      14 small towns were examined by the formalin-ether concentration method. Ascaris,
      hookworms, Trichostrongylus, Trichuris, and Hymenolepis nana showed the highest
      prevalence. Hookworms and Trichostrongylus were twice as prevalent in rural than 
      in urban areas; in contrast, H. nana was more prevalent in urban areas while the 
      level of Ascaris infections was not significantly different. The intensity of
      Ascaris and hookworm infections, as estimated by the number of eggs/g of feces,
      was higher in rural than in urban areas.
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TI  - Quantitative aspects of the epidemiology of Schistosoma japonicum infection in a 
      rural community of Luzon, Philippines. WHO workshop.
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AB  - In a rural community on the island of Luzon, Philippines, the overall prevalence 
      of Schistosoma japonicum infection, based on stool examination performed by both 
      a new modified quantitative thick smear and the merthiolate-iodine-formaldehyde
      concentration (MIFC) technique, was 49.5% in a total study population of 755
      persons. Peak prevalence was observed in the 15-19-year age group, then decreased
      gradually. Although the total egg output was highest in the 15-19-year age group,
      individuals with high egg counts were found among all age groups.The prevalence
      and intensity of infection were higher in men than in women except in the
      45-54-year age group. A small proportion (4.1%) of the study population (age
      range 6-53 years) excreted 50% of the eggs counted in this study. Liver and
      spleen enlargement were significantly associated with S. japonicum infection in
      all age groups. The frequency of a past history of dysentery and marked liver
      enlargement (>/= 5 cm) increased in parallel with increasing egg counts.
      Clustering of individuals with high egg counts in households was observed, but
      there was no correlation between geographical proximity of residence to potential
      transmission sites and household infection rates. An effective control strategy
      would be based on treatment of all infected persons in this endemic area rather
      than only a selected age group.
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TI  - Prevalence of intestinal parasitic infections among inhabitants of Tan-nan
      village, Nantou County, Taiwan.
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AB  - The pork infected with cysticerci was sent to our laboratory in June 1971.
      Microscopic examination revealed the infection of Cysticercus cellulosae.
      Subsequently, the source of the pork was traced, and the survey of intestinal
      parasitism was carried out among inhabitants at Tan-nan village, Hsin-I District,
      Nantou County, Taiwan, in August 1973. Results obtained only indicated the
      presence rather than endemic of taeniasis solium in this village. The parasites
      and infection rates found in the present study from 417 individuals by means of
      direct smear and formalin-ether sedimentation technic of stool specimens are as
      follows: Ascaris lumbricoides (81.3%), hookworm (30.9%), Trichuris trichiura
      (73.6%), Strongyloides stercoralis (0.5%), Clonorchis sinensis (2.9%),
      Hymenolepis diminuta (0.7%), Taenia solium (0.2%), Taenia saginata (0.2%),
      Entamoeba histolytica (3.1%), Entamoeba coli (8.4%), Endolimax nana (2.6%), and
      Giardia lamblia (4.3%).
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TI  - Comparison of protection by L-ascorbic acid, L-cysteine, and adrenergic-blocking 
      agents against acetaldehyde, acrolein, and formaldehyde toxicity: implications in
      smoking.
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TI  - Ebola haemorrhagic fever in Zaire, 1976.
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AB  - Between 1 September and 24 October 1976, 318 cases of acute viral haemorrhagic
      fever occurred in northern Zaire. The outbreak was centred in the Bumba Zone of
      the Equateur Region and most of the cases were recorded within a radius of 70 km 
      of Yambuku, although a few patients sought medical attention in Bumba,
      Abumombazi, and the capital city of Kinshasa, where individual secondary and
      tertiary cases occurred. There were 280 deaths, and only 38 serologically
      confirmed survivors.The index case in this outbreak had onset of symptoms on 1
      September 1976, five days after receiving an injection of chloroquine for
      presumptive malaria at the outpatient clinic at Yambuku Mission Hospital (YMH).
      He had a clinical remission of his malaria symptoms. Within one week several
      other persons who had received injections at YMH also suffered from Ebola
      haemorrhagic fever, and almost all subsequent cases had either received
      injections at the hospital or had had close contact with another case. Most of
      these occurred during the first four weeks of the epidemic, after which time the 
      hospital was closed, 11 of the 17 staff members having died of the disease. All
      ages and both sexes were affected, but women 15-29 years of age had the highest
      incidence of disease, a phenomenon strongly related to attendance at prenatal and
      outpatient clinics at the hospital where they received injections. The overall
      secondary attack rate was about 5%, although it ranged to 20% among close
      relatives such as spouses, parent or child, and brother or sister.Active
      surveillance disclosed that cases occurred in 55 of some 550 villages which were 
      examined house-by-house. The disease was hitherto unknown to the people of the
      affected region. Intensive search for cases in the area of north-eastern Zaire
      between the Bumba Zone and the Sudan frontier near Nzara and Maridi failed to
      detect definite evidence of a link between an epidemic of the disease in that
      country and the outbreak near Bumba. Nevertheless it was established that people 
      can and do make the trip between Nzara and Bumba in not more than four days: thus
      it was regarded as quite possible that an infected person had travelled from
      Sudan to Yambuku and transferred the virus to a needle of the hospital while
      receiving an injection at the outpatient clinic.Both the incubation period, and
      the duration of the clinical disease averaged about one week. After 3-4 days of
      non-specific symptoms and signs, patients typically experienced progressively
      severe sore throat, developed a maculopapular rash, had intractable abdominal
      pain, and began to bleed from multiple sites, principally the gastrointestinal
      tract. Although laboratory determinations were limited and not conclusive, it was
      concluded that pathogenesis of the disease included non-icteric hepatitis and
      possibly acute pancreatitis as well as disseminated intravascular
      coagulation.This syndrome was caused by a virus morphologically similar to
      Marburg virus, but immunologically distinct. It was named Ebola virus. The agent 
      was isolated from the blood of 8 of 10 suspected cases using Vero cell cultures. 
      Titrations of serial specimens obtained from one patient disclosed persistent
      viraemia of 10(6.5)-10(4.5) infectious units from the third day of illness until 
      death on the eighth day. Ebola virus particles were found in formalin-
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TI  - Contact dermatitis in the West of Scotland.
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AB  - Since 1970, more than 4,500 patients have been patch tested at the Contact
      Dermatitis Investigation Unit in Glasgow. The results of 1,312 patients patch
      tested to the 20 test substances as described by the ICDRG (Fregert et al. 1969) 
      are presented. The data on frequency of the most common allergens observed are
      presented. The most common allergens observed are nickel, chromium, cobalt,
      neomycin, colophony, wool alcohols, balsam of Peru and rubber. The less common
      allergens are benzocaine, parabens, formaldehyde and turpentine.
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TI  - Quantitative differences in goblet cells in the tracheal epithelium of male and
      female rats.
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AB  - The cause of higher morbidity rates among men than women from diseases of the
      respiratory tract may be complex and involve several factors, one of which may be
      structural differences within airways. In an attempt to determine whether such
      differences exist, 13 male rats and 45 female rats (15 each in proestrous,
      estrous, and diestrous) were evaluated. Tracheas were fixed in situ by injection 
      of a mixture of formaldehyde and glutaraldehyde. Longitudinal sections cut from
      paraffin blocks were stained and combined alcian blue (pH 2.5) and periodic
      acid-Schiff stain to count goblet cells, or with Weigert's hematoxylin and eosin 
      stain to determine epithelial thickness. In the normal rat trachea, cells
      containing periodic acid-Schiff-positive granules at their apices constituted a
      major population of goblet cells. The number of these goblet cells present in the
      trachea was greater in female than in male rats at each stage of the estrous
      cycle, with the values in the diestrous females closest to the value in the
      males. Among females, estrous and proestrous rats contained significantly more of
      these goblet cells than did diestrous animals. The tracheal epithelium of male
      rats was significantly thicker than that of female rats. These studies
      demonstrate that the tracheal epithelium differs in male and female rats and
      varies in the female rat as a function of hormonal cycles. These results raise
      the question of whether similar differences might be important in the
      pathogenesis of human disease, and they deserve further clarification in man.
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TI  - Vaccination of dairy cattle against Q fever (Coxiella burneti): results of field 
      trials.
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AB  - A phase I formalin-inactivated Q fever vaccine, using the Nine Mile strain of the
      organism, was tested for its ability to prevent dairy cows from shedding Coxiella
      burnetti in their milk. More than 1,400 Holstein-Friesian dairy calves and
      heifers from 5 dairies were used in field trials lasting over a 3-year period.
      Vaccination of 476 calves resulted in a geometric mean antibody titer of 1:123.3 
      compared with 1:2.4 for 486 nonvaccinated calves. The milk samples from 163
      vaccinated calves were tested by mouse inoculation after the cows commenced
      lactation and were placed in their respective milking herds. Of these vaccinated 
      animals, only 2 cows (1%) from 1 herd were suspected shedders, but on subsequent 
      testing gave negative results. Among 164 nonvaccinated (control) cows, 39 (24%)
      were shedding C burnetii in their milk; this figure corresponded to the
      prevalence (23%) of shedders in the general population of dairy cows in
      California. The results of the current field trials indicated that vaccination
      greatly reduced the shedding of the Q fever organism in the milk of dairy cows.
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TI  - [Clinico-roentgenological evaluation of plastic surgery of mastoid with the use
      of autologous bone and preserved homologous bone].
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TI  - Health hazards in the production and processing of some fibers, resins, and
      plastics in Bulgaria.
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AB  - Results of the toxicological studies of working conditions, general and
      professional morbidity, and complex examinations carried out on workers engaged
      in the production of polyamides, polyacrylonitrile fibers, polyester fibers and
      poly (vinyl chloride) resin, urea-formaldehyde glue, glass fibre materials and
      polyurethane resins are given. An extremely high occupational hazard for workers 
      in the production of poly (vinyl chloride) resin and porous materials from
      polyurethane resins and urea-formaldehyde glue has been established. Cases of
      vinyl chloride disease, poisoning from formaldehyde, isocyanates, and styrene
      were noted. Prophylactic measures were taken in Bulgaria to lessen the
      occupational hazard in the productions as set forth included limitation of the
      work day to 6 hr, free food, additional bonus and leave, and annual physical
      examinations of workers.
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TI  - [Use of formalinized homologous bone in reconstructive operations on the
      mandible].
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AB  - An experience with 69 osteoplastic operations with formalinized homografts in 66 
      patients having various affections and injuries of the lower jaw is summarized.
      The grafts were preserved in 0.5% formalin solution or gel containing 0.25%
      formalin and 0.25% betapropiolactone as sterilizing agents. Positive issues
      during the follow-up from 4 months to 4 years 7 months were noted in 60 operative
      procedures, negative--in 9. It is concluded that the formalinized homobone shows 
      good osteoplastic properties and may be used as a plastic material in reparative 
      operations on the lower jaw bone.
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TI  - Subependymal and intraventricular hemorrhage in neonates. Early diagnosis by
      computed tomography.
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AB  - Computed tomography was used to evaluate subependymal and intraventricular
      hemorrhage in 11 formalin-fixed brains obtained at autopsy from newborn infants
      from a population with a known high incidence of cerebral hemorrhage. After
      scanning, the brains were step-sectioned at levels corresponding to those of the 
      scans. Subependymal and/or intraventricular hemorrhage was demonstrated in 6 of
      the 11 brains. There was a very close correlation between the scan images and the
      gross pathological findings in the affected brains. The authors conclude that
      computed tomography is an accurate method for the diagnosis of neonatal cerebral 
      hemorrhage.
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TI  - Localization of rabbit gamma globulins in the mouse visceral yolk sac placenta.
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AB  - The yolk sac placenta has been implicated previously in transmission of passive
      immunity to the fetus. This work uses an immunohistochemical technique devised by
      Sternberger et al. ('69) to study this problem. Rabbit serum containing gamma
      globulins was injected into the uterine lumen of the White Swiss mouse during the
      last third of pregnancy. Two or four hours later yolk sacs were removed and fixed
      in 2% paraformaldehyde or freeze-dried and fixed with paraformaldehyde vapors.
      Finely chopped tissue was treated with (1) sheep antiserum to rabbit serum gamma 
      globulin, (2) an antigen-antibody complex consisting of horseradish peroxidase
      and rabbit anti-horseradish peroxidase and (3) hydrogen peroxide and
      3,3'-diaminobenzidine. Reaction product was heavily concentrated in visceral yolk
      sac endodermal cells, frequently deposited in endothelial cells of vitelline
      vessels, and rarely in the serosal basement membrane and mesothelial cells which 
      border the exocoelomic cavity. This supports evidence of other workers that the
      yolk sac membrane rapidly absorbs substances with which it comes in contact,
      transport into vitelline vasculature is a route of transfer from mother to fetus,
      and possible transfer into the exocoelomic cavity and thence to the amniotic
      cavity may occur in mice.
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TI  - Early intrauterine development: I. The rate of growth of Caucasian embryos and
      fetuses between the 6th and 20th weeks of gestation.
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AB  - Liberalization of abortion laws in various countries and states of Europe and
      America has offered an opportunity for the study of the correlations between
      menstrual age and the rate of bodily development of human embryos and fetuses. In
      several institutions where local bylaws mandated the consent of the patients
      requesting therapeutic abortion to pathological investigation of the products of 
      conception, various parameters of growth were measured systematically. These
      included crown-rump and foot lengths and body weight. The analysis of the data
      indicated that in the embryosic stages of development the rate of growth is
      substantially slower than it had been assumed previously. In the more advanced
      fetal stages of development the findings supported the validity of the
      long-established standard of Streeter. Since the current study has been based on 
      apparently normal gestations of healthy women, whereas earlier data had rested,
      to a great extent, on spontaneously aborted and extopic embryon and fetuses, it
      seems evident that pathological specimens are not suitable for the purpose of
      establishing reliable standards of normal intrauterine growth rate. The present
      data support the suggestion, based on various experimental and clinical
      observations, that pathological gestations often result from abnormal ovulations 
      that occur at times other than the mid-cycle and that such conceptions are
      frequently followed by a bleeding episode that simulates menstruation. It is
      likely that the inclusion of a high number of such cases biased the results of
      earlier investigations concerning embryonic growth rate on account of the
      frequent incidence of erroneous menstrual histories. The material available did
      not permit the extension of the investigation beyond the 20th week of gestation. 
      It appears, however, that the average growth rate in the mid-trimester may be
      slower than the data adopted by the American Academy of Pediatrics would
      indicate. The possible causes of some phenomena observed in the course of the
      investigation, such as unexplained scatter of growth-rate patterns at all
      developmental stages and discrepancies among various literary data, have been
      discussed in some detail. While a tentative attempt has been made to correlate
      the investigated parameters of fetal growth with biparietal diameters of the
      head, a measurement accessible to direct assessment by sonography during
      pregnancy, the necessity of improving these standards through a prospective study
      has been emphasized.
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TI  - Formalin infiltration of the ductus arteriosus. A method for palliation of
      infants with selected congenital cardiac lesions.
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AB  - To circumvent the decreased pulmonary blood flow associated with closure of the
      ductus arteriosus in newborns with heart defects, we infiltrated buffered
      formalin solution into the wall of that structure to delay its closure. In four
      infants with pulmonary atresia in whom shunts had been unsuccessful or were
      technically not feasible, this procedure produced rapid improvement of arterial
      oxygen tension that was maintained in three infants for one to nine months. The
      other died of complications of attempted shunt procedures. In an infant with
      interrupted aortic arch and a large ventricular septal defect, formalin
      infiltration of the ductus and pulmonary arterial banding alleviated cardiac
      failure and improved lower-body perfusion. Formalin infiltration of the ductus is
      an effective palliative technic for treating certain congenital cardiac defects. 
      No adverse effects have been noted.
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TI  - Experimental neonatal diarrhoea caused by an enteropathogenic strain of
      Escherichia coli in piglets: a study of the disease and the effect of vaccinating
      the dam.
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TI  - Studies on the human corpus luteum. I. Observations on the ultrastructure of
      development and regression of the luteal cells during the menstrual cycle.
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AB  - The ultrastructure of huma corpora luntea obtained approximately 2, 3, 5, 11, and
      15 days after ovulation is reported. All specimens were fixed in Karnovsky's
      formaldehyde-glutaral-dehyde solution. The 5-day corpus luteum is presumed to
      represent, in terms of fine structure, the ultrastructural aspects of high
      progesterone production and is compared to younger differentiating and older
      regressing specimens. A distinct topographic relationship of cytoplasmic
      organelles is noted in the mature 5-day luteal cell. It consists of a peripheral 
      cupshaped mass of tubular ER (endoplasmic reticulum), associated with granular
      ER, lipid droplets, and mitochondria, which merges with a large paranuclear Golgi
      area extending to a cell surface bordering a perivascular space. The plasma
      membrane of active luteal cells is described and its variations suggest areas of 
      specialized surface activities. The prevalence and ultrastructure of more
      electron-opaque stellate cells, of phagocytes, and of thecal cells are reported.
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TI  - [Studies on the intradermal reactions with the fractions of Ascaris lumbricoides]
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AB  - INTRODUCTION : The studies on allergic reaction with the substances of Ascaris
      lumbricoides have long been studied by various worers; Conventry(1929),
      Campbell(1936), Sakei(1949), Miyakawa(1950), Ikeda(1952), Matsumoto and
      Imawari(1952), Morishita and Kobayashi(1953, 1954), Komiyayama(1954) and
      Yammoto(1956). Campbell(1936) and some other workers reported that the
      polysaccharides from ascaris produced the stronger intrademal reactions than
      protein fraction, though Yamamoto(1954) and others found the reverse results. On 
      the other hand, Hosotani(1954) reported that the crude antigen or mixed antigen
      with polysaccharide and protein fraction of the ascaris produced the strongest
      skin reaction than with the other single fraction. As are shown in above reports,
      the intensity of the allergic reaction with the substances from ascaris is still 
      remained under dipute. The reason might be due to the difference of the method of
      preparation, technique and evaluation. The aim of the present study is to
      elucidate the intensity of allergic reactivity fo protein and polysaccharide
      fration and mixed substance of two fractions and crude antigen of Ascaris
      lumbricoides. MATERIALS AND METHODS : A Intrdermal Test 1. Human Experiment. The 
      intradermal test was performed on several groups of people. A: Ascaris
      lumbricoides egg positive cases among adult ages. B: Ascaris lumbricoides egg
      negative cases but who bad doubtful symptom. C: Ascaris lumbricoides egg negative
      cases but who had past history of ascaris infection. D: Ascaris lumbricoides egg 
      negative cases and aged 3-8 months old. 2. Animal Experiment: Same breeds of 6
      dogs were raised i cages of laboratory for 6 months, During the period, special
      attention was paid to keep them in parasite free conditon. The body weight was
      10kg in average. B. Antigens. The adults worms of Ascaris lumbricoides, which
      were obtained during laparotomy, were first washed with sterilized saline
      solution. Each ascaris was placed in 50ml of saline solution and kept in 30
      degrees C incubator for 24 hours. Among of them, the active one was seleted and
      put to sudden freeze at -70 degrees C for 20 hours. the whole body was powdered
      in a dried condition and kept it in ampoule at -4 degrees C. a) Crude antigen:
      The ether extract of powdered Ascaris lumbrucoides were motared by adding veronal
      buffer solution (1:100) and kept in icebox for 48 hours. The suspension was
      diluted with veronal buffer solution in the ratio of 1:10,000. b) Protein antigen
      : This antigen was prepared by Chaffee's modified methods and ammonium sulfate
      extraction mehtod. c) Polysaccharide antigen: Chaffee's modified method and
      ethanol extration method were applied. d) Mixed antigen : The same amount of
      preparation of protein and polysaccharide antigen were mixed. C. Intrdermal test 
      1. The intradermal test : 0.02ml of natigen was injected on the anterior surface 
      of the frearm in human and on the back in aninmal, with tuberculin syringe. The
      criteria of the skin reaction were determined as follows; wheal: -; 0-4mm, +/-;
      5-7mm, +;8-9mm, +; 21-32mm, ++; 33-44mm, +++; 45-56mm, ++++; over 57mm, in
      diameter. D. Stool examination : All the stool examination was done by
      formalin-ether concectration(M.G.L) method. E.P.G (egg per gram) was also
      determined by Stoll's egg counting method. RESULT : The intradermal reaction
      after the injection of each antigen was observed at 15, 30, 60 minutes and 3, 24 
      hours. In 58 ascariasis cases, the peak of wheal was appeared at 30 minute; 93.0%
      with the crude antigen, 15.5% with the mixed antigen, 10.3% with the Protein
      antigen, but all were negative in the polysaccharide antigen. The erythema
      reaction paralledled, in general, to the wheal; 75.8% at 15 minutes, 72.5% at 30 
      minutes and 48.3% at 60 mintues, with the crude antigen. Only 3.4% showed
      erythema at 15,30, and 60 minutes int the case of mixed antigen, and 1.7% fo
      positive was appeared at 30 minutes in the case of protein antigen, but none was 
      observed in the polysaccharide antigen. The wheal and erythema revealed
      correlationship each other. Both of them showed 65.5% positive boundary in the
      case of crude antigen. Generally, the crude antigen resulted the highest and
      strongest reaction than the other fractions; the mixed, protein and
      polysaccharide in decreasing order. In adult age group, who showed egg negative
      at the time of injection, 81.5% were positive in skin reaction with the crude
      antigen, and 88.6% in the group who complained doubtful symptom but egg negative.
      In the group who had past history of ascaris infection showed 66.6% positive and 
      the egg negative infant group with the same crude antigen. The sheal size was not
      always paralleled with the worm burden. The cross reaction with the antigen from 
      Ascaris lumbricoides and Toxocara canis was examined by the intradermal test.
      There was no cross reaction between the two antigen. The infected dog with
      Toxocara canis showed positive reaction by the crude antigen of same species, but
      mot by the human species. Experimentally, the positive skin reaction was appeared
      only by the crude antigen at four weeks after the infection of Toxocara canis.
      CONCLUSION: The intradermal studies with the fraction of Ascaris lumbricoides and
      Toxocara canis were performed to human and dog, and the following results were
      observed. 1) Wheal and erythema were appeared in the cases of ascaris infection
      or who had past history, but not in the ascaris free before. 2) The size of wheal
      reached to peak 30 minutes after the injection. 3) The crude antigen had
      specificity and showed no cross reaction. 4) The crude antigen cause the
      strongest and largest reaction than the other substances; protein, polysaccharide
      and the mixed antigen. No cutaneous reaction was observed with the fraction of
      polysaccharides. 5) The size of wheal did not parallel with the worm burden. 6)
      The skin reaction was appeared four weeks after the infection.
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TI  - Intestinal parasitic infections in human immunodeficiency virus (HIV)-positive
      and HIV-negative individuals in San Pedro Sula, Honduras.
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AB  - Honduras has at least five-times more human immunodeficiency virus (HIV)-infected
      individuals than any other country in Central America. The relationship between
      HIV status and the presence of intestinal parasites in this part of the world is 
      unknown. This study presents the results from a prospective, comparative study
      for the presence of parasites in 52 HIV-positive and 48 HIV-negative persons in
      San Pedro Sula, Honduras. Infection with HIV was determined by microagglutination
      and confirmed by Western blot analysis. Parasites were detected in stools using
      formalin-ether concentration, and Kinyoun and trichrome staining. Age, sex, and
      clinical state of HIV infection were recorded for each study participant. Our
      results indicate that Cryptosporidium parvum and Strongyloides stercoralis, which
      are intracellular or live in the mucosa, were found exclusively in persons
      infected with HIV. In comparison, the prevalence of the extracellular parasites
      Giardia lamblia, Ascaris lumbricoides, and Trichuris trichiura was significantly 
      higher (P < 0.05) in persons who were HIV-negative. Trichuris worms are in
      contact with the gut epithelium and less so with the mucosa, whereas
      Strongyloides lives within the gut mucosa. It is possible that changes in the gut
      epithelium due to HIV infection do not affect the mucosa and therefore would not 
      affect Strongyloides. We conclude that infection with HIV may selectively deter
      the establishment of certain intestinal parasites. This may be due to the fact
      that HIV-induced enteropathy does not favor the establishment of extracellular
      parasites. Intracellular and mucosal dwelling organisms, however, may benefit
      from pathologic changes and reduced local immune responses induced by the virus, 
      which, in turn, may lead to higher prevalence among HIV-infected individuals.
AD  - Center for Disease Prevention, and Department of Microbiology and Immunology,
      University of Miami School of Medicine, Florida 33136, USA.
FAU - Lindo, J F
AU  - Lindo JF
FAU - Dubon, J M
AU  - Dubon JM
FAU - Ager, A L
AU  - Ager AL
FAU - de Gourville, E M
AU  - de Gourville EM
FAU - Solo-Gabriele, H
AU  - Solo-Gabriele H
FAU - Klaskala, W I
AU  - Klaskala WI
FAU - Baum, M K
AU  - Baum MK
FAU - Palmer, C J
AU  - Palmer CJ
LA  - eng
GR  - 5D43TW00017-08/TW/FIC NIH HHS/United States
PT  - Comparative Study
PT  - Journal Article
PT  - Research Support, U.S. Gov't, P.H.S.
PL  - UNITED STATES
TA  - Am J Trop Med Hyg
JT  - The American journal of tropical medicine and hygiene
JID - 0370507
SB  - AIM
SB  - IM
SB  - X
MH  - Adolescent
MH  - Adult
MH  - Age Distribution
MH  - Aged
MH  - Child
MH  - Child, Preschool
MH  - Cohort Studies
MH  - Cross-Sectional Studies
MH  - Diarrhea/*complications/epidemiology
MH  - Feces/parasitology
MH  - Female
MH  - *HIV Seronegativity
MH  - HIV Seropositivity/*complications/epidemiology
MH  - Honduras/epidemiology
MH  - Humans
MH  - Infant
MH  - Intestinal Diseases, Parasitic/*complications/epidemiology
MH  - Male
MH  - Middle Aged
MH  - Prevalence
MH  - Prospective Studies
EDAT- 1998/05/09
MHDA- 1998/05/09 00:01
CRDT- 1998/05/09 00:00
PST - ppublish
SO  - Am J Trop Med Hyg. 1998 Apr;58(4):431-5.

PMID- 9526855
OWN - NLM
STAT- MEDLINE
DA  - 19980508
DCOM- 19980508
LR  - 20031114
IS  - 1040-6387 (Print)
IS  - 1040-6387 (Linking)
VI  - 10
IP  - 1
DP  - 1998 Jan
TI  - Immunohistochemical detection of Brucella abortus antigens in tissues from
      aborted bovine fetuses using a commercially available polyclonal antibody.
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AB  - A commercially available polyclonal antibody and an avidin-biotin-peroxidase
      immunohistochemical technique were used to detect Brucella abortus antigens in
      formalin-fixed, paraffin-embedded tissues of lung and liver from 20 aborted
      bovine fetuses. Thirteen fetuses were obtained from farms with a previous history
      of brucellosis, and 7 were collected from farms without a history of brucellosis.
      Among the 13 aborted bovine fetuses obtained from farms with a history of
      brucellosis, immunoreactivity to B. abortus was detected in lung (9 fetuses) and 
      in liver (1 fetus), whereas Brucella was cultured from abomasal contents in 9
      fetuses (8 were immunohistochemically positive). In addition, 11 dams of these 13
      aborted bovine fetuses had antibodies to Brucella. Brucella abortus was not
      detected by immunohistochemistry in the 7 aborted bovine fetuses collected from
      farms without a history of brucellosis. Bacteriologic culture and serologic tests
      were also negative for Brucella. The results of this study revealed that the
      immunohistochemical technique was sufficiently sensitive for detecting B. abortus
      antigens in formalin-fixed lung tissues from naturally aborted bovine fetuses.
      Although additional studies are necessary to rule out cross-reaction of the
      polyclonal antibody with other microorganisms that cause bovine abortion, this
      immunohistochemical technique could be a complementary tool to serology and
      bacteriology for the diagnosis of brucellosis.
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TI  - Evolution of disc degeneration in lumbar spine: a comparative histological study 
      between herniated and postmortem retrieved disc specimens.
PG  - 41-5
AB  - This is a prospective comparative histological study on blood supply between
      lumbar herniated discs and postmortem retrieved ones. The aim of this study is to
      observe the evolution of disc degeneration in relation to its blood supply
      changes. Disc vascularization is present early in life, but the nucleus pulposus 
      becomes avascular after adolescence. Vascularization of the annulus fibrosus (AF)
      probably also occurs late in life in association with degenerative changes and in
      response to trauma. Capillary neoformation and hypervascularity in degenerated
      discs have also been mentioned, based on animal cases. In the present study,
      intervertebral lumbar disc specimens were surgically removed from 84 patients
      with an average age of 41 years (range 24-60 years) operated on for disc
      herniation. In addition, control autopsy specimens were selected from 24 cadavera
      with an age of 39 years (range 24th gestation week to 80 years). The material was
      fixed in neutral buffered formalin, and 4-microm-thick sections were stained with
      hematoxylin-eosin and reticulin. In addition, with use of an immunohistochemical 
      avidin-biotin complex technique, paraffin sections were stained for Ulex
      europaeus agglutinin receptors (UEA-1) after binding UEA-1 to the tissue. In
      surgical specimens, small blood vessels were identified in 45% of the disc cases.
      They were of the capillary-type vessels and were intermingled with proliferating 
      endothelial cells, fibroblasts, and few mononuclear cells. All of them were
      located along the edges of the surgically retrieved fibrocartilage fragments.
      Sometimes thin bands of fibrin were attached to them and extravasated
      erythrocytes were occasionally seen. In autopsy specimens, blood vessels were
      identified in 78% of the retrieved discs. In contrast to the edge neovascularity 
      observed in surgical specimens, capillaries were observed at the outer layer of
      AF surrounded by dense hyalinized and inactive-appearing collagen. From these
      results it is concluded that the blood vessels in extruded tissue from every type
      of herniation are newly formed, possibly through metaplasia of undifferentiated
      mesenchymal cells. It is also possible that they are derived from blood vessels
      that have invaded the AF as a result of disc degeneration. The finding of
      detection of progressive disc degeneration in both groups after 20-25 years seems
      to be of special interest because disc degeneration is a process that may not be 
      directly correlated to disc herniation in these age groups.
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TI  - Pediatric duodenal biopsies: mucosal morphology and glycohydrolase expression do 
      not change along the duodenum.
PG  - 186-93
AB  - BACKGROUND: Duodenal mucosal biopsies are routinely taken for diagnosis in
      children with complaints of the upper gastrointestinal tract. Surprisingly,
      little is known about the usefulness of proximal duodenal versus distal duodenal 
      biopsies for routine diagnostic purposes. This study evaluated the comparability 
      of proximal and distal duodenal biopsies with respect to mucosal morphology as
      well as glycohydrolase expression as an indicator of intestinal epithelial
      function. METHODS: Specimens obtained in duodenal endoscopic biopsies from 64
      children, ranging in age from 3 months to 18 years with normal or affected
      mucosa, were studied. Biopsies were performed in anatomically defined regions in 
      the bulbus duodeni (the very proximal part of the duodenum) and distally of the
      papilla of Vater (distal of the pancreatic duct). Biopsy specimens were
      paraformaldehyde-fixed for histologic examination and immunohistochemical
      evaluation or were homogenized to isolate RNA. Crypt/villus morphology was
      assessed as is routinely determined by pathologists. In addition, several aspects
      of lactase and sucrase-isomaltase expression as paradigms of intestinal brush
      border enzymes were assessed: localization at the cellular level,
      semiquantitative immunohistochemistry, and quantitative measurement of the
      messenger RNA levels of the respective brush border glycohydrolases. RESULTS: As 
      anticipated, there was a wide interpatient variation in mucosal morphology and
      expression of lactase and sucrase-isomaltase. Nonetheless, the consistent finding
      was that in each patient, measurements of morphology and lactase and
      sucrase-isomaltase gene expression were very similar between samples obtained in 
      the proximal and distal biopsies. CONCLUSIONS: Biopsies performed in either
      location in the duodenum are equally suitable for diagnostic workup of patients
      suspected of mucosal abnormalities affecting morphology or small intestinal brush
      border glycohydrolase activities.
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TI  - Prenatal diagnosis of autosomal dominant polycystic kidney disease (PKD1)
      presenting in utero and prognosis for very early onset disease.
PG  - 13-6
AB  - We describe four prenatal diagnoses in a family with autosomal dominant
      polycystic kidney disease. Two pregnancies were terminated following the
      detection of enlarged echogenic fetal kidneys with cysts. Histopathological
      examination confirmed the diagnosis of polycystic kidney disease. Linkage to PKD1
      was obtained by the analysis of DNA from relatives in three generations and from 
      paraffin blocks and formalin fixed fetal tissues. Prenatal DNA analysis in
      subsequent pregnancies identified one unaffected fetus and one fetus carrying the
      high risk PKD1 allelle. Information on survival and subsequent outcome of PKD
      cases presenting in utero was requested by this family before prenatal testing
      was performed. Of 83 reported cases of ADPKD presenting in utero (excluding
      termination of pregnancy) or in the first few months of life, 43% died before 1
      year. Longitudinal follow up of 24 children in two studies showed that 67% of
      survivors developed hypertension, of whom three had end stage renal failure at a 
      mean age of 3 years.
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TI  - Immunohistochemical assessment of the MIB-1 Labeling Index in human
      hepatoblastoma and its prognostic relevance.
PG  - 1690-4
AB  - BACKGROUND/PURPOSE: The MIB-1 monoclonal antibody has been raised against
      recombinant parts of the Ki-67 antigen, which is a cell cycle-related nuclear
      protein that is elevated in late G1 and S phases. The aim of the study was to
      analyze the expression pattern of MIB-1 in hepatoblastoma and to assess whether
      it provides any prognostic information in clinical practice. METHODS: Sections
      from formalin-fixed paraffin embedded tissues were collected from 18 patients who
      had hepatoblastoma and stained with MIB-1 antibody according to
      streptavidinbiotin method. A percentage score of positively stained nuclei, MIB-1
      Labeling Index (LI), was determined and correlated with clinical variables. MIB-1
      LI ranged from 0% to 39.5% with a mean value of 13.5%. Among them in 14 patients,
      who received preoperative chemotherapy, the authors analyzed the result of MIB-1 
      staining. RESULTS: Although there were no significant correlations between MIB-1 
      LI and age, sex, or histological type, a statistically significant correlation
      was found between clinical stage and MIB-1 LI. Mean MIB-1 LI was lower in
      patients with stage I and II than in those with stages III and IV (P < .05).
      Metastatic lesions showed higher MIB-1 LI than primary lesions, indicating that
      metastatic tumor cells have an increased rate of cellular proliferation. Kaplan
      Meier survival curve showed that patients with MIB-1 higher than 10% (n = 3) had 
      a worse survival rate than those with lower than 10% MIB-1 LI (n = 11), whereas
      there was no significant difference because of the limited number of cases.
      Because high MIB-1 LI was correlated with clinical stage and poor survival rate, 
      MIB-1 LI may be considered an important prognostic factor in hepatoblastoma.
      CONCLUSION: Although further studies, including larger series of patients, are
      required, the authors consider MIB-1 immunostaining an easy method to assess
      proliferative activity that provides useful prognostic information in
      hepatoblastoma.
AD  - Department of Pediatric Surgery, Osaka University Medical School, and Research
      Institute for Maternal and Child Health, Suita City, Japan.
FAU - Ara, T
AU  - Ara T
FAU - Fukuzawa, M
AU  - Fukuzawa M
FAU - Oue, T
AU  - Oue T
FAU - Komoto, Y
AU  - Komoto Y
FAU - Kusafuka, T
AU  - Kusafuka T
FAU - Imura, K
AU  - Imura K
FAU - Okada, A
AU  - Okada A
LA  - eng
PT  - Journal Article
PL  - UNITED STATES
TA  - J Pediatr Surg
JT  - Journal of pediatric surgery
JID - 0052631
RN  - 0 (Antibodies, Monoclonal)
SB  - IM
MH  - *Antibodies, Monoclonal
MH  - Cell Division
MH  - Child
MH  - Child, Preschool
MH  - Evaluation Studies as Topic
MH  - Female
MH  - Hepatoblastoma/*metabolism/mortality/pathology
MH  - Humans
MH  - Immunoenzyme Techniques
MH  - Infant
MH  - Liver Neoplasms/*metabolism/mortality/pathology
MH  - Male
MH  - Neoplasm Staging
MH  - Prognosis
MH  - Prospective Studies
MH  - Survival Analysis
EDAT- 1998/01/20
MHDA- 1998/01/20 00:01
CRDT- 1998/01/20 00:00
AID - S0022-3468(97)90507-8 [pii]
PST - ppublish
SO  - J Pediatr Surg. 1997 Dec;32(12):1690-4.

PMID- 9348701
OWN - NLM
STAT- MEDLINE
DA  - 19971208
DCOM- 19971208
LR  - 20071114
IS  - 0962-1083 (Print)
IS  - 0962-1083 (Linking)
VI  - 6
IP  - 10
DP  - 1997 Oct
TI  - An evaluation of introgression of Atlantic coast striped bass mitochondrial DNA
      in a Gulf of Mexico population using formalin-preserved museum collections.
PG  - 907-16
AB  - Striped bass Morone saxatilis populations in drainages along the Gulf of Mexico
      coast (Gulf) were depleted in the 1950s and 1960s, probably because of
      anthropogenic influences. It is believed that only the
      Apalachicola-Chattahoochee-Flint (A-C-F) river system continually supported a
      naturally reproducing population of Gulf lineage. Striped bass juveniles of
      Atlantic coast (Atlantic) ancestry were introduced to restore population
      abundances in the A-C-F from the late 1960s to the mid 1970s and in many other
      Gulf rivers from the 1960s to the present. We previously identified mtDNA
      polymorphisms that were unique to approximately 60% of striped bass from the
      A-C-F and which confirmed the continued successful natural reproduction of
      striped bass of Gulf maternal ancestry within the system. However, the genetic
      relatedness of the extant A-C-F population to 'pure' Gulf striped bass was not
      addressed. In this study, we determined the frequency of a diagnostic mtDNA XbaI 
      polymorphism in samples of 'pure' Gulf striped bass that were collected from the 
      A-C-F prior to the introduction of Atlantic fish, that were obtained from museum 
      collections, and that were originally preserved in formalin. PCR primers were
      developed that allowed for amplification of a 191-bp mtDNA fragment that
      contained the diagnostic XbaI restriction site. Using RFLP and direct sequence
      analyses of the PCR amplicons, we found no significant differences in mtDNA XbaI 
      genotype frequencies between the archived samples and extant A-C-F samples
      collected over a 15-year period. This indicates that significant maternally
      mediated introgression of Atlantic mtDNA genomes into the A-C-F gene pool has not
      occurred. Additionally, we found no evidence of the unique Gulf mtDNA genotype in
      striped bass from extant populations in Texas, Louisiana and the Mississippi
      River. These results highlight the importance of the A-C-F as a repository of
      striped bass to restore extirpated Gulf populations and the potential use of
      museum collections in retrospective population studies.
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TI  - Chlamydiae in porcine abortion.
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AB  - Formalin-fixed, paraffin-embedded fetal livers and lungs from 139 cases of swine 
      abortion were investigated retrospectively for chlamydiae by means of
      immunohistochemistry. Using a genus-specific antibody, chlamydial antigen was
      found in eight livers obtained from five (3.6%) abortion cases from different
      herds. All lung sections were negative. Chlamydiae were also labeled in five of
      the eight positive livers using a monoclonal antibody against immunotype 1 of
      Chlamydia psittaci; the remaining three livers were negative. No reactivity was
      seen using an antibody specific for C. trachomatis. Chlamydiae should be
      considered a cause of abortion in sows in Switzerland. Porcine abortigenic
      strains identified in this study differed immunologically from intestinal strains
      (known to be mainly C. trachomatis) but shared similarities with abortigenic
      chlamydiae of ruminants.
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TI  - High expression of tumor necrosis factor-alpha and interleukin-6 in
      periventricular leukomalacia.
PG  - 406-11
AB  - OBJECTIVE: Periventricular leukomalacia, a common neonatal brain white matter
      lesion, is a major risk factor for cerebral palsy. Subclinical chorioamnionitis
      is a risk factor for the development of periventricular leukomalacia, and
      inflammatory cytokines have been implicated as central mediators of brain injury 
      in this disorder. To elucidate the relationship between the local expression of
      cytokines and periventricular leukomalacia, we studied neonatal brains to
      determine whether high expression of tumor necrosis factor-alpha, interleukin-1
      beta, and interleukin-6 was observed in these lesions. STUDY DESIGN:
      Immunohistochemical staining for cytokines (tumor necrosis factor-alpha,
      interleukin-1 beta, and interleukin-6) was performed in 10% formalin-fixed,
      paraffin-embedded brain sections of 17 cases with periventricular leukomalacia.
      Specimens were obtained from autopsies performed between 1987 and 1994. Brain
      sections from 17 cases of neonatal deaths without periventricular leukomalacia
      lesions matched for gestational age at birth, duration of postnatal survival, and
      presence or absence of infection-related morbidity were used as controls.
      RESULTS: The expression of tumor necrosis factor-alpha, interleukin-1 beta, or
      interleukin-6 was demonstrated in 88% (15/17) of cases with and in 18% (3/17) of 
      cases without periventricular leukomalacia (p < 0.001). Cytokines were expressed 
      mainly in hypertrophic astrocytes and microglial cells. The expression of tumor
      necrosis factor-alpha, interleukin-1 beta, and interleukin-6 was identified in
      82% (14/17), 29% (5/17), and 71% (12/17) of cases of periventricular
      leukomalacia, respectively. However, a significantly lower proportion of cases
      without periventricular leukomalacia expressed tumor necrosis factor-alpha (18%, 
      3/17) and interleukin-6 (6%, 1/17) than those with the disorder (p < 0.005 for
      each). CONCLUSIONS: Expression of tumor necrosis factor-alpha and interleukin-6
      was observed more frequently in brain lesions with periventricular leukomalacia
      than in those without periventricular leukomalacia. These findings provide strong
      support for the hypothesis that proinflammatory cytokines play a role in the
      genesis of periventricular leukomalacia.
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TI  - Clinicopathologic differences between diploid and tetraploid complete
      hydatidiform moles.
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AB  - Complete hydatiform moles (CHM) may be are diploid or tetraploid. The proportions
      vary in the literature. To date, there has not been a systematic characterization
      of these two types. This study is a retrospective investigation of
      clinicopathologic differences between diploid and tetraploid CHMs. Thirteen
      formalin-fixed, paraffin-embedded CHMs were analyzed for DNA content by flow
      cytometry (FC). Using standard flow cytometric definitions, histograms were
      classified as FC-diploid or FC-tetraploid (4N peak > or = 15% of 2N peak and cell
      cycle events to 8N) and compared with respect to selected clinical and pathologic
      features. Eight CHMs (61%) met the criteria of tetraploidy by flow cytometry,
      although all five FC-diploid cases harbored minor (< 15%) tetraploid
      subpopulations. Patients with tetraploid moles were older (mean age 32.8 years
      vs. 19.6 years, p < 0.005), presented at lower preevacuation gestational ages
      (12.7 weeks vs. 15.4 weeks, p < 0.05), had higher mean serum beta-HCG levels
      (2.82 x 10(5) i.u. vs. 0.99 x 10(5) i.u., p = 0.07), and higher DNA S-phase
      fractions (17.9% vs. 7.0%, p = 0.002). No significant differences were found in
      other histological features. No moles recurred. In this small sample of CHMs,
      tetraploidy was common. Compared with the FC-diploid CHMs, FC-tetraploid CHMs
      occurred in older patients with lower gestational age, higher serum beta-HCG
      levels, and higher DNA S-phase fraction by flow cytometry.
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TI  - Immunohistochemical differentiation of metastases of renal carcinomas versus
      other carcinomas with anti-gamma GT monoclonal antibody 138H11.
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AB  - AIMS: Adenocarcinomas account for about 60% of metastatic cancers of unknown
      primary (CUP) site. In such a clinical CUP situation, histopathologists are
      challenged to differentiate renal cell carcinomas (RCC) from other
      adenocarcinomas with similar immunophenotypes, especially chemotherapeutically
      treatable mammary and ovarian carcinomas. METHODS AND RESULTS: Recently, we
      produced a monoclonal antibody (mAb), designated 138H11, against human
      gamma-glutamyl-transferase (gamma GT), which stained over 98% primary clear cell 
      and chromophilic RCC on frozen sections. The 138H11 epitope could not be stained 
      using conventional techniques in most paraffin-embedded sections of the same
      origin, due to destruction by formalin fixation below the detection level. Here, 
      we demonstrate that mAb 138H11 can specifically stain gamma GT in
      paraffin-embedded primary and metastatic RCC after enhancement with an
      ultrasensitive immunohistochemical method. We analysed a selected subgroup of
      adenocarcinomas with immunophenotypes which would not allow a differentiation
      from RCC in a CUP situation. We found a predominantly membranous expression of
      the 138H11 target antigen in 26/51 primary RCC and 15/ 34 metastatic RCC. In
      contrast, all 43/43 primary ovarian and bronchial carcinomas as well as 54/54
      metastases of ovarian, mammary, bronchial and gastric carcinomas were negative
      for mAb 138H11. CONCLUSIONS: The data suggest that mAb 138H11 is useful for the
      immunohistochemical differentiation of RCC from other metastatic adenocarcinomas 
      if the primary site of the tumour is not known.
AD  - Department of Pathology, Charite, Humboldt University, Berlin, Germany.
FAU - Kaufmann, O
AU  - Kaufmann O
FAU - Dietel, M
AU  - Dietel M
FAU - Scherberich, J E
AU  - Scherberich JE
FAU - Gaedicke, G
AU  - Gaedicke G
FAU - Fischer, P
AU  - Fischer P
LA  - eng
PT  - Comparative Study
PT  - Journal Article
PT  - Research Support, Non-U.S. Gov't
PL  - ENGLAND
TA  - Histopathology
JT  - Histopathology
JID - 7704136
RN  - 0 (Antibodies, Monoclonal)
RN  - EC 2.3.2.2 (gamma-Glutamyltransferase)
SB  - IM
MH  - Antibodies, Monoclonal/*diagnostic use
MH  - Carcinoma, Renal Cell/enzymology/pathology/*secondary
MH  - Diagnosis, Differential
MH  - Female
MH  - Humans
MH  - Immunohistochemistry
MH  - Infant
MH  - Kidney Neoplasms/enzymology/*pathology
MH  - Neoplasms, Unknown Primary/*pathology
MH  - Retrospective Studies
MH  - gamma-Glutamyltransferase/*immunology
EDAT- 1997/07/01
MHDA- 1997/07/01 00:01
CRDT- 1997/07/01 00:00
PST - ppublish
SO  - Histopathology. 1997 Jul;31(1):31-7.

PMID- 9191592
OWN - NLM
STAT- MEDLINE
DA  - 19970626
DCOM- 19970626
LR  - 20111026
IS  - 0146-0404 (Print)
IS  - 0146-0404 (Linking)
VI  - 38
IP  - 7
DP  - 1997 Jun
TI  - Pax-6, Prox 1, and Chx10 homeobox gene expression correlates with phenotypic fate
      of retinal precursor cells.
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AB  - PURPOSE: To study the expression patterns of the homeobox genes Pax-6, Prox 1,
      and Chx10 during chick retinal development in vivo and in vitro. METHODS:
      Sections of paraformaldehyde-fixed, paraffin-embedded eyes were obtained at a
      range of developmental stages. In situ hybridization was carried out on tissue
      sections using digoxigenin-labeled sense and antisense RNA probes that recognize 
      chicken Pax-6 and Prox 1 (whose sequences were already available), and chicken
      Chx10 (which was cloned and sequenced as part of this study). Selected
      developmental stages were also studied by immunocytochemistry with antibodies
      against Pax-6 and Prox 1, and by Northern blot analysis using 32P-labeled probes.
      RESULTS: Until embryonic day (ED) 5, in situ hybridization shows widespread,
      diffuse distribution of all three genes. Between ED 6 and ED 8, however, they
      acquire distinct, topographically specific patterns of expression. The Prox 1
      signal is predominantly expressed in the prospective horizontal cell layer of the
      neuroepithelium, decreases vitreally, and is absent from ganglion cells and the
      prospective photoreceptor layer. Pax-6 is strongly expressed only in the
      prospective ganglion-cell and amacrine-cell regions at the same stages, and is
      not detected in prospective photoreceptors. Chx10 expression becomes concentrated
      in the future bipolar-cell region of the inner nuclear layer. Similar patterns
      are maintained by ED 15 through ED 18, after cell differentiation has taken
      place. Pax-6 and Prox 1 immunoreactive materials showed nuclear localization and 
      a pattern of laminar distribution equivalent to that seen by in situ
      hybridization. CONCLUSIONS: These results suggest that the differentiated fate of
      retinal precursor cells may be influenced by Pax-6, Prox 1, or Chx10, this
      hypothesis is now being tested using dissociated chick embryo retinal cell
      cultures.
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TI  - Shoe dermatitis.
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AB  - Chronic foot dermatitis can be disabling and footwear allergy is not always
      excluded as a cause, partly because patch testing to shoes and their components
      can be daunting. Once the diagnosis of shoe allergy is made, the difficult
      problem of finding suitable footwear remains. There is a lack of literature
      regarding the follow-up of these patients. We analysed the data on 55 patients
      with allergic contact dermatitis from their shoes and followed them up to see
      whether knowledge of the allergen had enabled them to find suitable footwear and 
      to improve their dermatitis. The files of 55 patients with shoe allergy were
      analysed and 48 were followed up. Rubber was the commonest allergen, followed by 
      chromate, p-tertiary-butylphenol-formaldehyde resin and colophony. All parts of
      the feet were affected, except the interdigital areas. The majority of patients
      suffered from hyperhidrosis. 43% were atopics, who had a super-added shoe
      allergy. The mean duration of the foot dermatitis before patch testing was 4
      years 8 months. Follow-up of 48 cases showed that 87.5% had either improved or
      resolved completely. Most of our patients were successful in finding suitable
      footwear and many differing strategies were used. All patients with foot
      dermatitis which does not respond to treatment should be patch tested to exclude 
      shoe allergy.
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TI  - Extensive tyrosine nitration in human myocardial inflammation: evidence for the
      presence of peroxynitrite.
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AB  - OBJECTIVES: Production of nitric oxide via the cytokine-mediated activation of
      myocardial inducible nitric oxide synthase decreases myocardial contractility.
      Whether myocardial dysfunction is mediated directly by nitric oxide or indirectly
      through the formation of secondary reaction products, such as peroxynitrite, has 
      not been established. Peroxynitrite, but not nitric oxide, reacts with the
      phenolic ring of tyrosine to form the stable product 3-nitro-L-tyrosine.
      Demonstration of tissue nitrotyrosine residues, therefore, infers the presence of
      peroxynitrite or related nitrogen-centered oxidants. DESIGN: Retrospective
      analysis of human autopsy specimens. SETTING: University pathology and basic
      science laboratories. PATIENTS: Formalin-fixed, paraffin-embedded myocardial
      tissue samples were obtained from 11 patients with a diagnosis of sepsis, seven
      patients with a diagnosis of viral myocarditis, and five control patients without
      clinical or pathologic cardiac disease. INTERVENTIONS: None. MEASUREMENTS AND
      MAIN RESULTS: Specific antibodies to nitrotyrosine were utilized to detect
      nitrotyrosine residues in human autopsy specimens. Cardiac tissue obtained from
      patients with myocarditis or sepsis demonstrated intense nitrotyrosine
      immunoreactivity in the endocardium, myocardium, and coronary vascular
      endothelium and smooth muscle. In contrast, connective tissue elements were
      without appreciable immunohistochemical staining. Nitrotyrosine antibody binding 
      was blocked by coincubation with nitrotyrosine or nitrated bovine serum albumin, 
      but not by aminotyrosine, phosphotyrosine, or bovine serum albumin. In situ
      reduction of tissue nitrotyrosine to aminotyrosine by sodium hydrosulfite also
      blocked antibody binding. Densitometric analysis of nitrotyrosine
      immunoreactivity demonstrated significantly higher values for specimens from
      myocarditis and sepsis patients when compared with control tissue specimens.
      CONCLUSION: These results demonstrate the formation of peroxynitrite within the
      myocardium during inflammatory disease states, suggesting a role for
      peroxynitrite in inflammation-associated myocardial dysfunction.
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TI  - Equine arteritis virus.
PG  - 1275-95
AB  - Equine arteritis virus (EAV) is a small, enveloped, positive-stranded RNA virus, 
      in the family Arteriviridae , W.H.ich can infect both horses and donkeys. While
      the majority of EAV infections are asymptomatic, acutely infected animals may
      develop a wide range of clinical signs, including pyrexia, limb and ventral
      edema, depression, rhinitis, and conjunctivitis. The virus may cause abortion and
      has caused mortality in neonates. After natural EAV infection, most horses
      develop a solid, long-term immunity to the disease. Marzz and geldings eliminate 
      the virus within 60 days, but 30 to 60% of acutely infected stallions will become
      persistently infected. These persistently infected animals maintain EAV within
      the reproductive tract, shed virus continuously in the semen, and can transmit
      the virus venereally. Mares infected venereally may not have clinical signs, but 
      they shed large amounts of virus in nasopharyngeal secretions and in urine, which
      may result in lateral spread of the infection by an aerosol route. The
      consequences of venereally acquired infection are minimal, with no known effects 
      on conception rate, but mares infected at a late stages of gestation may abort.
      Identification of carrier stallions is crucial to control the dissemination of
      EAV. The stallions can be identified by serological screening using a virus
      neutralization (VN) test. If positive at a titer of >/= 1:4, the stallion should 
      be tested for persistent infection by virus isolation from the sperm-rich
      fraction of the ejaculate, or by test mating Shedding stallions should not be
      used for breeding, or should be bred only to mares seropositive from a natural
      infection or from vaccination, the mares should be subsequently isolated from
      seronegative horses for three weeks after natural or artificial insemination. A
      live attenuated (ARVAC) and a formalin-inactivated (ARTERVAC) vaccine are
      available. Both vaccines induce virus-neutralizing antibodies, the presence of
      which correlates with protection from disease, abortion, and the development of a
      persistent infection. Serological investigations indicate that EAV has a
      worldwide distribution and that its prevalence is increasing. As a consequence,
      an increasing number of equine viral arteritis (EVA) outbreaks is being reported.
      This trend is likely to continue unless action is taken to slow or halt the
      transmission of this agent through semen.
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TI  - Experimental reproduction of a spiking mortality syndrome of turkeys.
PG  - 269-78
AB  - Two-day-old turkey poults were inoculated with either a chicken embryo homogenate
      used previously to produce spiking mortality syndrome in chickens (the "Oakwood
      Agent") or an intestine-pancreas homogenate collected from field turkeys with the
      syndrome known as spiking mortality of turkeys. Twelve days postinoculation, the 
      mean plasma insulinlike growth factor-1 (IGF-1) level and mean body weights were 
      significantly depressed, and the mean plasma growth hormone level was
      significantly elevated, in the poults receiving the turkey-derived homogenate (P 
      < or = 0.0003), as was previously reported in chickens with spiking mortality
      syndrome. The depression in plasma IGF-1 levels may explain the runting seen in
      poults that survive spiking mortality of turkeys in the field. Following a 4-hr
      fast and a brief cool water spraying, poults exhibited clinical signs
      indistinguishable from those of chicks with spiking mortality syndrome. However, 
      plasma glucose levels in the affected poults were within the normal range, unlike
      chickens with spiking mortality syndrome. Immunohistochemistry on formalin-fixed 
      intestines, ceca, and bursae produced positive staining using an arenavirus
      antibody in epithelial cells of poults inoculated with the turkey homogenate and 
      those inoculated with the Oakwood Agent. Tissues of uninoculated controls were
      negative. Poults inoculated with the Oakwood Agent did not show noticeable
      disease.
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TI  - Papular urticaria: a histopathologic study of 30 patients.
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AB  - Papular urticaria is the result of hypersensitivity (id-reaction) to bites from
      certain insects such as mosquitoes gnats, fleas, mites, and bedbugs. Papular
      urticaria is common in childhood and is characterized by symmetrically
      distributed pruritic papules and papulovesicles. Scratching causes erosions and
      ulcerations. Pyoderma is common. Lesions occur in crops. The histopathologic
      features of papular urticaria are inadequately documented. In a prospective study
      we recorded the histopathologic features of 30 patients (female, 18; male, 12)
      with papular urticaria. Their ages ranged from 6-343 months (median = 21 months, 
      mean = 37.73 months). Features that presented in more than 50% of cases included 
      mild acanthosis, mild spongiosis, exocytosis of lymphocytes, mild subepidermal
      edema, extravasation of erythrocytes, a superficial and deep mixed inflammatory
      cell infiltrate of moderate density, and interstitial eosinophils. We recognized 
      lymphocytic (n = 4), eosinophilic (n = 9), neutrophilic (n = 7), and mixed (n =
      9) subtypes. Immunohistochemistry was performed on formalin-fixed,
      paraffin-embedded sections from 10 cases and revealed abundant T-lymphocytes
      (CD45RO, CD3) and macrophages (CD68) in all cases. B-lymphocytes (CD20) and
      dendritic antigen-presenting cells (S100) were absent. Direct immunofluorescence 
      staining was conducted on cryostat-prepared sections from 26 specimens.
      Deposition of IgA, IgG, IgM, C3, and fibrin could not be demonstrated. The
      histopathologic differential diagnosis of papular urticaria includes other
      spongiotic dermatitides, pityriasis lichenoides et varioliformis acuta, the
      pruritic papular eruption of human immunodeficiency virus disease, and
      papulonecrotic tuberculid. Papular urticaria with marked spongiosis and a dense
      inflammatory cell infiltrate cannot be reliably distinguished from arthropod
      bites on clinical and histopathologic grounds. The present study provides
      morphologic and immunohistochemical evidence that a type I hypersensitivity
      reaction plays a central role in the pathogenesis of papular urticaria. The
      putative antigen remains undetermined.
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TI  - Ras oncogene mutations in childhood brain tumors.
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AB  - Although N-nitroso compounds (NNC) are ubiquitous in the human environment and
      are known neurocarcinogens in animal models, results of epidemiological studies
      have not yet convincingly associated NNCs with brain tumor occurrence in humans. 
      Animal studies have suggested that specific codons (12, 13, and 61) in the ras
      family are mutable by exposure to NNCs. The purpose of this study was to measure 
      the presence of mutations in the ras family of oncogenes in tissue from childhood
      brain (CB) tumors as a preliminary step toward investigating their potential use 
      as biomarkers of chemical exposure. DNA was extracted from paraffin-embedded
      formalin-fixed CB tumors from tissues resected during neurosurgical operations.
      Using the PCR, designed RFLP-screening methods, and sequencing, we attempted to
      screen brain tumors from 46 children for the presence of H, K, and N-ras
      mutations at codons 12, 13, and 61. Screening for oncogene mutations using PCR,
      RFLP methods, and DNA sequencing was successfully completed for a high proportion
      of the available specimens. Astrocytoma specimens from three children for whom
      screening with PCR was successfully completed were found to contain CAA-->GAA
      point mutations in K-ras at codon 61. None of the specimens contained mutations
      at any of the other locations. These results, although preliminary, provide a
      potential clue for future mechanistic studies of CB tumors. The possible roles of
      NNCs in inducing this mutation, or of this mutation as an early or late event in 
      tumor progression, however, remain unclear.
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TI  - Clinical relevance of DNA ploidy and proliferative activity in childhood
      rhabdomyosarcoma: a retrospective analysis of patients enrolled onto the Italian 
      Cooperative Rhabdomyosarcoma Study RMS88.
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AB  - PURPOSE: Evaluation of the possible clinical relevance of DNA ploidy and
      proliferative activity assessed as S-phase fraction (SPF) in childhood
      rhabdomyosarcoma (RMS). PATIENTS AND METHODS: We conducted a retrospective study 
      on 59 RMS patients enrolled onto the ICS-RMS88 protocol (seven botryoid, 35
      embryonal, and 17 alveolar RMS), for which formalin-fixed paraffin-embedded
      (FFPE) tissue was available. Nuclear suspensions for cytometric investigation
      were obtained using a mechanical disaggregation. Tumors were distinguished
      according to their DNA index (DI) value as follows: diploid (0.9 < DI < 1.1),
      hyperdiploid (1.1 < or = DI < 1.8 or DI > or = 2.2), and tetraploid (1.8 < or =
      DI < 2.2); for analysis of SPF, a cutoff value of 14% was used. RESULTS: DNA
      histograms were diploid in 19 (33%) cases, hyperdiploid in 29 (49%), and
      tetraploid in 10 (32%). One patient showed both a hyperdiploid and a tetraploid
      peak. The 5-year overall survival (OS) rate by ploidy status was 73% in
      hyperdiploid patients as compared with 33% and 25% in diploid and tetraploid
      patients, respectively (P = .0012). A striking difference emerged when the 5-year
      OS for the combined diploid and tetraploid RMS groups was compared with survival 
      of the hyperdiploid RMS group: 30% versus 73%, respectively (P = .0006). In
      addition, the SPF was prognostically relevant: 5-year OS by SPF less than or
      greater than 14% was 70% and 36%, respectively (P = .009). Multivariate analysis 
      confirmed the importance of DNA content (P = .0006) and SPF (P = .034) in
      predicting survival. CONCLUSION: These findings confirm that ploidy and SPF are
      important new prognostic factors that are able to identify selected groups of
      patients at high risk of treatment failure, even if the tumor's presentation is
      favorable according to standard criteria.
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TI  - Antineutrophil cytoplasmic antibodies in juvenile chronic arthritis.
PG  - 568-75
AB  - OBJECTIVE: To evaluate the diagnostic significance of antineutrophil cytoplasmic 
      antibodies (ANCA) by assessing the prevalence of ANCA in juvenile chronic
      arthritis (JCA) (n = 93) of either oligoarticular, polyarticular, or systemic
      onset. To investigate the prevalence of ANCA in other diseases of childhood
      characterized by chronic inflammation (n = 44), such as cystic fibrosis, juvenile
      diabetes mellitus, and connective tissue diseases. METHODS: Indirect
      immunofluorescence on both ethanol and paraformaldehyde fixed neutrophils, ELISA 
      for specific antigens, Western blotting using sonicated neutrophils. RESULTS:
      ANCA were detected in the sera from 35% of patients with JCA, and in only 7% of
      patients with other inflammatory diseases. Regarding the onset type of JCA, ANCA 
      were present in 44% of patients with oligoarticular onset, in 36% with
      polyarticular onset, and in 16% with systemic onset. All but one ANCA positive
      serum sample produced a perinuclear fluorescence pattern on ethanol fixed
      granulocytes. However, on neutrophils fixed with paraformaldehyde either a
      cytoplasmic (14%) or a nuclear (23%) staining pattern was observed, suggesting
      that both cytoplasmic and nuclear autoantibodies occur in JCA. Further
      characterization studies showed that ANCA in JCA are not directed against
      proteinase 3, elastase, or myeloperoxidase. On Western blots ANCA in JCA
      incidentally showed reactivity with either lactoferrin (5%) or 2 polypeptides of 
      66/67 kDa (9%). CONCLUSION: Prevalence and antigenic specificity of ANCA in JCA
      are clearly different from adult onset rheumatoid arthritis or other juvenile
      chronic inflammatory disorders.
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TI  - Field trial of a locally produced, killed, oral cholera vaccine in Vietnam.
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AB  - BACKGROUND: Several studies have shown that orally administered killed cholera
      vaccines are safe and protective in populations at risk of cholera in developing 
      countries. However, these vaccines have not been adopted for use in developing
      countries because of their expense and limited efficacy in young children. We
      have tested an inexpensive, killed whole-cell cholera vaccine developed and
      produced in Vietnam. METHODS: The efficacy of the vaccine was assessed in a
      large-scale, open field trial in people at least 1 year old residing in 22,653
      households in the central coastal city of Hue. Alternate households were assigned
      vaccine (67,395 people; two doses per person) or no vaccine (67,058 people).
      Surveillance for cholera was conducted in all Ministry of Health facilities
      serving this population. Analysis was by intention to treat. FINDINGS: During an 
      outbreak of El Tor cholera 8-10 months after vaccination, 37 cases of cholera
      requiring inpatient care occurred among age-eligible people allocated to the
      vaccine group, and 92 cases among age-eligible people allocated to the no-vaccine
      group (protective impact 60% [95% CI 40-73]). Among the 51,975 people who
      received the complete two-dose vaccine regimen, the protective efficacy was 66%
      (46-79): in this subset, the protective efficacy was similar for children aged
      1-5 years (68%) and for older people (66%). INTERPRETATION: These findings
      suggest that oral killed whole-cell vaccines can confer substantial protection
      against El Tor cholera in young children, who are at highest risk of cholera in
      endemic settings. An inexpensive, locally produced, and effective oral cholera
      vaccine may be within reach of the limited health-care budgets of poor countries 
      with endemic cholera, if our findings can be replicated in a randomised
      double-blind trial.
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OAB - PIP: Vibrio cholera 01, El Tor biotype, entered Vietnam in 1964 and during
      1990-94 an average of 3240 cases were reported annually with a case-fatality rate
      of about 1%. The efficacy of an inexpensive, killed whole-cell cholera vaccine
      developed in Vietnam was assessed in a large-scale, open field trial in the city 
      of Hue. The vaccine contained V. cholera 01 constituents: heat-killed V. cholera 
      Inaba, heat-killed V. cholera Ogawa, and formalin-killed V. cholera Inaba. All
      134,453 residents, aged 1 year or older, of 22,653 households in 19 communes were
      eligible to take part in the trial. Alternate households were assigned vaccine
      (67,395 people; 77% received 2 doses per person) or no vaccine (67,058 people
      serving as controls) during December 1992 and January 1993 by 80 vaccination
      teams. Following the vaccination no cases of cholera were detected until late
      August 1993. Between August 20 and October 4, 1993, there were 129 cases of
      cholera requiring inpatient care among age-eligible participants. The isolates
      were 01 serogroup and Ogawa serotype. There were 37 cases of cholera in the
      vaccine group and 92 cases in the control group. The risk of cholera was 0.5/1000
      and 1.4/1000, respectively. The protective impact was 60% (95% confidence
      interval [CI] 40-73; p 0.001). Among 51,975 recipients of 2 vaccine doses the
      protective efficacy was 66% (CI 46-79; p 0.001). The protective efficacy was
      similar for children 1-5 years old (68%) and for older people (66%). The
      protective efficacy was somewhat higher among the vaccinated living in homes with
      unclean water sources (74% vs. 62%). The protective efficacy was also higher
      against severe than against non-severe cholera (76% vs. 58%). Oral killed
      whole-cell vaccines can protect against El Tor type cholera in children who are
      highest risk. The government has lately added a killed V. cholera 0139 strain to 
      the existing formulation. Phase 2 tests of safety are under way, and a
      large-scale, randomized, double-blind field trial will start in 1997.
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TI  - p53 expression in carcinoma of the cervix.
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AB  - AIM: To assess overexpression of the proposed tumour suppressor gene product p53 
      using the mouse monoclonal antibody DO-7 in the three main subtypes of carcinoma 
      of the uterine cervix and to evaluate its value as a prognostic indicator.
      METHODS: Eighty two cases of FIGO Stage IB/IIA uterine cervical carcinoma were
      studied retrospectively. The tumours had been previously typed into
      adenocarcinomas, squamous carcinomas and adenosquamous carcinomas after the
      tissue had been fixed in formalin and embedded in paraffin wax. p53 protein
      expression was assessed using a standard immunohistochemical technique and the
      findings were correlated with tumour type, lymph node status and clinical
      outcome. RESULTS: In total, the p53 gene product was overexpressed in 17.1%
      (14/82) of all carcinomas and also in areas of cervical intraepithelial neoplasia
      grade III adjacent to invasive squamous carcinoma. Where present, the normal
      epithelium was uniformly negative. No association was found between p53
      overexpression and tumour subtype, lymph node status or clinical outcome.
      CONCLUSIONS: It seems unlikely that p53 analysis will be of value in determining 
      prognosis in carcinoma of the uterine cervix.
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TI  - Multiple nodular lesions seen in a patient with neurocutaneous melanosis.
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AB  - Neurocutaneous melanosis is a rare congenital syndrome characterized by the
      presence of large or multiple congenital melanotic nevi and benign or malignant
      pigment cell tumors of the leptomeninges. A 2-month-old female infant was
      referred to our department with widespread pigmented nevi, numerous
      blackish-brown, elevated, firm nodules, eye lesions, temporal bone defect, and
      generalized convulsion. The sizes of the nodules were from 0.5 to 3 cm; they were
      either white, black, brown or red, and some of them were eroded and bleeding.
      Magnetic resonance imaging using gadolinium contrast (MRI-Gd) demonstrated
      hydrocephalus, defect of the temporal bone, and T1-short and T2-long areas near
      the cerebrum and the thoracic vertebra (Th 4-5), suggesting the presence of
      melanosis in the central nervous system. Biopsy specimen of a firm, black nodule 
      of a pigmented lesion on her shoulder revealed sheets of nevomelanocytes in the
      dermis with a few mitoses and large atypical cells that were positive for HMB-45 
      and formaldehyde-induced green specific fluorescence. Although this histological 
      architecture is compatible with that of congenital nevi, occasional occurrence of
      atypical mitoses in the dermis may constitute an early stage of malignant
      melanoma. To make a definite diagnosis, however, long-time follow-up and repeated
      skin biopsy are considered necessary.
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TI  - Prevalence of human herpesvirus 6 in lung tissue from children with pneumonitis.
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AB  - AIMS/BACKGROUND: Human herpesvirus type 6 (HHV-6) is the aetiological agent of
      exanthem subitum, and has also been linked with a variety of other diseases. The 
      aim of this study was to investigate the role of HHV-6 in pneumonitis in
      children. METHODS: Formalin fixed, paraffin wax embedded lung tissue from 33
      children (age range two months to 16 years) who died with pneumonitis was
      subjected to immunohistochemical staining for HHV-6 using an avidin-biotin
      method. RESULTS: Active HHV-6 infection was demonstrated in four children: a bone
      marrow transplant recipient with concomitant adenovirus infection, a patient with
      hepatitis of unknown aetiology, a patient with congenital anomalies, and a
      patient with congenital immunodeficiency. CONCLUSION: Accurate localisation of
      HHV-6 is possible in postmortem lung tissue. HHV-6 either alone or in combination
      with other pathogens may play a role in the development of pneumonitis.
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TI  - Image cytometric DNA analysis of adrenocortical neoplasms as a prognostic
      parameter: a clinico-pathologic study of 13 patients.
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AB  - Formalin-fixed paraffin-embedded material of thirteen adrenocortical neoplasms
      were examined by conventional microscopy, and by DNA image cytometry in
      Feulgen-stained tissue sections and cytospin preparations. The subsequent
      clinical course of each patient was reviewed. Seven of the neoplasms were
      classified according to the histologic criteria of Weiss as adenomas and six as
      carcinomas. The DNA content and indices of all 13 adrenocortical neoplasms were
      measured by image cytometry. For the internal standard, the DNA values of the
      adjacent normal adrenal cells in 10 cases and of nuclei of fibrocytes of the
      tumour stroma were determined. DNA values in all seven adenomas, in normal
      adrenal cells, and in the nuclei of fibrocytes were unequivocally diploid. The
      six carcinomas expressed aneuploid, tetraploid or hypertetraploid DNA values. DNA
      values of normal adrenal cells seemed to provide a better internal control than
      those of connective tissue cells. Of the seven adenoma patients with a follow-up 
      between 8 and 124 months (mean 59 months), six were alive without evidence of
      tumour; one patient died from other causes. Of the six carcinoma patients with a 
      follow-up ranging from 5 days to 36 months, three patients died from the disease;
      one patient was alive with metastases, and only two patients were alive without
      evidence of the disease for 25 and 36 months, respectively. Our results strongly 
      suggest that image cytometric DNA analysis is a valuable method to distinguish
      between benign and malignant adrenocortical neoplasms.
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TI  - Formaldehyde vapour effects in chicken embryo.
PG  - 197-200
AB  - A total of 763 fertile chicken eggs were divided in two groups. The eggs of the
      first group were manipulated intact. The shell of each egg of the second group
      was drilled at the air chamber position. The eggs of both groups were divided in 
      6 subgroups and they were placed in an automatic incubator. Between the second
      and the fourth day of incubation each subgroup of eggs was moved to another
      incubator saturated with formaldehyde vapour, and it was exposed for a certain
      time. The hatched chicks were examined, measured, and processed, in order to
      search for any external, visceral, and skeletal malformation. Although the chicks
      of the first group did not show any particular abnormalities after their exposure
      to formaldehyde vapours, those of the second group were found to be affected in a
      rate of about 29:100. The observed embryotoxic effects of the hatched chicks of
      the second group were mainly early and late prenatal deaths, extensive and
      limited congenital anomalies as well as reduction deformities.
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TI  - MR signal intensity of the perirolandic cortex in the neonate and infant.
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AB  - Our purpose was the study the magnetic resonance (MR) signal intensity of the
      perirolandic gyri perinatally and to correlate it with the histological findings 
      in formalin-fixed brains, focusing on myelination. MRI of 20 neurologically
      normal neonates and infants, of 37-64 weeks postconception (PCA), were studied
      retrospectively. We reviewed four formalin-fixed brains of infants 37-46 weeks
      PCA microscopically. The posterior cortex of the precentral gyrus (P-PRE) and the
      anterior cortex of the postcentral gyrus (A-PST) had different signal intensity
      from the adjacent surrounding cortex. On T1-weighted images P-PRE and A-PST gave 
      higher signal 41-44 weeks PCA; on T2-weighted images, they gave lower signal
      37-51 weeks PCA. Histological examination revealed very little myelination of the
      nerve fibres within both the P-PRE and the A-PST, while considerable myelination 
      was present in the internal capsule and central corona radiata. The changes in
      signal intensity in the perirolandic gyri may reflect not only the degree of
      myelination but also the more advanced development of the nerve cells, associated
      with rapid proliferation and formation of oligodendroglial cells, synapses and
      dendrites. They could be another important landmark for brain maturation.
AD  - Department of Radiology, Kumamoto University School of Medicine, Japan.
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TI  - [The characteristics of cryptosporidiosis epidemiology in the European part of
      Russia].
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AB  - Large-scale surveys of representative population groups (n = 2243) in 7 cities
      and 3 provinces of the central, Povolzh'e, and northwestern regions of the
      Russian Federation provided the basic epidemiological features of
      cryptosporidiosis in the European part of the country. Its mean incidence of the 
      population was 3.34%, much higher in children (3.69%) than in adults (0.41%). The
      boys were more frequently afflicted than the girls (4.69% versus 1.92%). There
      were no differences in the infection rates between rural and urban children.
      Young children (aged 1-3 years) with diarrhea and children in closed collective
      bodies are infection risk groups. The detection rate of persons infected with
      Cryptosporidium was much greater by the formalin-ether precipitation technique
      than that by the routine smear test. The correlation coefficient as to the
      infection rates detected by the routine smear tests was 1.75.
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TI  - A program to control an outbreak of hepatitis A in Alaska by using an inactivated
      hepatitis A vaccine.
PG  - 733-9
AB  - OBJECTIVE: To stop an epidemic of hepatitis A in rural Alaska by mass
      immunization of susceptible persons with 1 dose of an inactivated hepatitis A
      vaccine. DESIGN: Nonrandomized, uncontrolled trial. Hepatitis A vaccine was
      offered to all persons in susceptible age groups in villages with documented
      cases of hepatitis A. Immune globulin was not offered at the time of vaccination.
      SETTING: Twenty-five rural communities located in interior Alaska and along the
      northwest coast of the Bering Sea and Arctic Ocean. PARTICIPANTS: Persons without
      a history of acute hepatitis A in age groups selected by applying results of a
      previous serosurvey conducted on serum collected before the epidemic.
      INTERVENTION: One dose of a formalin-inactivated hepatitis A vaccine was given to
      each participant. Adults 20 years of age and older received 1440 enzyme-linked
      immunosorbent assay units and persons younger than 20 years received 720
      enzyme-linked immunosorbent assay units. Prevaccination and postvaccination
      levels of antibody to hepatitis A IgG were obtained from 136 participants. MAIN
      OUTCOME MEASURES: An active surveillance system was established to detect persons
      with symptomatic illnesses compatible with hepatitis A; persons who met the
      illness criteria were tested for antibody to hepatitis A IgM. One area (the
      Kotzebue region), where all communities were offered vaccine, was selected for
      intensive surveillance and analysis. RESULTS: During the 12-month period before
      the vaccine trial, 529 cases of icteric hepatitis A were reported, and 443 were
      confirmed to be positive for antibody to hepatitis A IgM. Hepatitis A vaccine was
      administered to 4930 persons, 3517 of whom were younger than 20 years. After
      vaccination began, 237 persons positive for antibody to hepatitis A IgM were
      identified during a 60-week surveillance period; 46 were vaccines and 191 were
      unvaccinated susceptible persons. In the Kotzebue region, in communities in which
      more than 80% of persons considered susceptible were vaccinated, the outbreak
      ceased in 4 to 8 weeks, whereas in 1 large community in which less than 50% of
      susceptible persons were vaccinated, the outbreak continued for more than 50
      weeks. More than 90% of seronegative persons developed antibody to hepatitis A
      IgG 3 to 4 weeks after vaccination. CONCLUSION: This trial suggested that by
      providing both short-term and long-term protection, hepatitis A vaccine used
      without immune globulin halted an established epidemic of hepatitis A in rural
      Alaska.
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TI  - Endometrial lymphomyeloid cells in abnormal uterine bleeding due to
      levonorgestrel (Norplant).
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AB  - Endometrial lymphomyeloid cell subsets were evaluated in samples from normal
      women and from women with abnormal uterine bleeding due to subcutaneous
      levonorgestrel implants (Norplant) or an intrauterine device (IUD). The frequency
      of CD3(+), CD68(+), CD43(+) and endometrial granulated lymphoid cells was
      evaluated by immunohistochemical or phloxine-tartrazine staining of
      formalin-fixed paraffin-embedded samples. In normal women, cyclic variation in
      lymphomyeloid subsets was seen. In women using Norplant for contraception, the
      frequency of CD3(+), CD68(+) and CD43(+) cells was dramatically decreased,
      compatible with endometrial atrophy. When Norplant users with abnormal bleeding
      were compared to women without bleeding, however, the number of CD68(+) cells was
      significantly increased and the number of CD3(+) and CD43(+) cells was preserved,
      contrary to the hypothesis that this group would show a greater degree of atrophy
      and hence, tissue fragility. A similar pattern was seen in a preliminary study of
      women with bleeding associated with use of copper-only IUD contraception, and in 
      samples taken from late secretory and menstrual biopsies from normal cycling
      women. Whether these changes in endometrial lymphomyeloid cells represent a
      result of bleeding arising from a common mechanism or rather cause the uterine
      bleeding is discussed.
AD  - McMaster University, Faculty of Health Sciences, Department of Medicine,
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OAB - PIP: In Australia, Canada, China, Indonesia, and the UK, physicians performed
      endometrial biopsies on women with infertility caused by tubal blockage or male
      factor who had not used exogenous hormones or used an IUD in the last 3 months or
      who had uterine pathology and on healthy fertile women. Researchers aimed to
      determine the prevalence of different types of endometrial cells in women with no
      abnormal bleeding and those with abnormal bleeding caused by levonorgestrel
      contraceptive implants (Norplant) or an IUD. They used immunohisto-chemical or
      phloxine-tartrazine staining of formalin-fixed paraffin-embedded samples to
      determine the frequency of CD3+, CD68+, CD43+, and endometrial granulated
      lymphoid cells. Women with no abnormal bleeding experienced cyclic variation in
      lymphomyeloid subsets. Norplant users had such significantly lower CD3+, CD68+,
      and CD43+ cells that the situation corresponded to endometrial atrophy. Norplant 
      users with abnormal bleeding had significantly higher CD68+ cells than Norplant
      users without abnormal bleeding (399 vs. 254/cu. mm). Their CD3+ and CD43+ cells 
      were not significantly different. Overall, the numbers of lymphomyeloid cells
      were markedly different than normal women with no abnormal bleeding for all
      Norplant users and those with abnormal bleeding. These patterns were essentially 
      repeated for users of a copper releasing IUD with abnormal bleeding and during
      the late secretory and menstrual phases in normal women. These studies
      demonstrate that researchers can use conventionally processed endometrial samples
      to study endometrial lymphomyeloid cell populations in uterine bleeding. Further 
      research is needed to examine the role of uterine lymphomyeloid cells and their
      cytokines in abnormal uterine bleeding as well as the functional activities of
      these cells.
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TI  - An epidemiological survey of Cryptosporidium parvum infection in randomly
      selected inhabitants of Seoul and Chollanam-do.
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AB  - An epidemiological survey was performed to know the status of Cryptosporidium sp.
      infection among the people in Seoul and Chollanam-do in 1992. One village of
      Chollanam-do (Hwasun-gun) which showed the highest oocyst positive rate was
      re-surveyed in 1995 for human infection and for cattle also. The subjected areas 
      consisted of 8 urban villages ( = dongs) of Seoul and 4 urban ( = dongs) and 7
      rural ( = myons) villages of Chollanam-do. A total of 3,146 fecal samples was
      collected randomly, and smears were made from formalin-ether sediments. They were
      examined for Cryptosporidium oocysts by modified acid fast staining. The overall 
      oocyst positive rate was 7.9% (248/3,146), but the rate was remarkably different 
      between Seoul and Chollanam-do, 0.5% (4/853) and 10.6% (244/2,293), respectively.
      The average size of oocysts was 4.8 +/- 0.5 by 4.2 +/- 0.5 microns, compatible
      with C. parvum. In Chollanam-do, rural villages showed significantly higher rate 
      (14.0%) than urban villages (3.7%). Especially the people in Iyang-myon.
      Hwasun-gun, a typical rural village, revealed a very high rate of 40.0% (74/185).
      Adults aged 51-70 years revealed the highest positive rate among all age groups. 
      At the re-survey of the same village of Hwasun-gun in 1995, 44 (35.2%) of 125
      villagers and 14 (93.3%) of 15 cattle examined were positive for C. parvum
      oocysts. The results suggest that C. parvum is highly prevalent in rural areas of
      Chollanam-do, and an important source or mode of infection seems to be
      contaminated water or contact with the feces of infected cattle.
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TI  - PCR diagnosis of viral pneumonitis from fixed-lung tissue in children.
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AB  - Viral infection in children commonly causes acute lung disease leading to
      respiratory decompensation requiring intensive supportive therapy. Definitive
      diagnosis of the causative virus may be difficult, relying on serologic data
      since viral cultures are frequently negative; lung biopsy may be necessary to
      increase the diagnostic yield. The objective of this study was to develop a rapid
      and sensitive diagnostic method using the polymerase chain reaction (PCR).
      Analyzing Formalin-fixed lung tissue from autopsies of 32 patients with
      pneumonitis in whom cultures, serology, and histopathology results were blinded
      to the investigators, and 10 negative control samples, PCR was performed for
      cytomegalovirus, adenovirus, enteroviruses, herpes simplex virus, and
      Epstein-Barr virus. Among the 32 affected specimens, 7 were culture-positive for 
      a specific virus in the lung; 6/7 of these were PCR-positive for the identical
      virus. In the culture-positive specimen not PCR amplified, influenza B was the
      cultured agent, but this virus was not evaluated by PCR. In the remaining 25
      samples which were culture-negative, 11 were PCR-positive. All 10 negative
      controls were negative by PCR. Three specimens with CMV inclusions but
      culture-negative were also negative by PCR. We conclude that PCR is sensitive and
      accurate in the evaluation of lung tissue for viral pneumonitis.
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TI  - [Maternal-fetal transmission of human papillomavirus].
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AB  - AIM: Human papilloma virus (HPV) infection is one of the most frequently observed
      sexually-transmitted diseases (10-60% of the general population). In pregnant
      women, as well as accelerating the evolution of dysplasia to cervical cancer, the
      infection may be transmitted to the fetus during gestation or at the time of
      birth. Children who have been infected at birth may develop laryngeal
      papillomatosis during the first 5 years of life that may, in some cases, spread
      to the point of causing aphonia or severe respiratory obstruction. There is also 
      the risk, although it is very low, of a carcinomatous degeneration of the larynx 
      in these subjects during adulthood. The hypothesis of the present study was to
      verify the prevalence of HPV infection in a population of pregnant women and the 
      prevalence of maternal-fetal transmission. EXPERIMENTAL DESIGN: A prospective
      longitudinal design lasting 11 months was used for the study. It included the
      collection of an endocervical biopsy from population of pregnant women using a
      swab that was diluted in 3 cc of physiological solution, and the collection of
      oropharyngeal secretions from their respective neonates using a cottonwool bud.
      PARTICIPANTS AND METHODS: A total of 170 pregnant women attending the Obstetric
      Centre of the Obstetric and Gynecological Clinic of Trieste University were
      recruited in the study. An endocervical biopsy was taken during the 1st and/or
      2nd trimester of gestation and/or at the start of labour. Of these subjects, 23
      completed all the planned biopsies and a sample of oropharyngeal secretion was
      collected from their neonates. TESTS: From the material obtained the presence of 
      HPV-DNA was analysed using a PCR (protein chain reaction) technique consisting of
      the following steps: 1) culture of human cells expressing sequences of HPV 16 and
      18 used as positive controls; 2) preservation of tissue material washed in watery
      4% formalin solution; 3) amplification and viral characterization in types
      6-11-16-18-31-33-52. RESULTS: Positive HPV-DNA results in at least one of the
      three samples collected during the various periods of gestation was 31.2%, whilst
      in the population in which all the planned samples were performed the frequency
      of positive cases was 30.4%. Positive results for HPV-DNA in oropharyngeal
      secretions from neonates was 21.7%. The concordance of positivity for HPV-DNA in 
      mothers at the time of labour and in their respective neonates was 57.14%.
      CONCLUSIONS: The trend of infection did not reveal substantial changes during the
      various gestational periods in which tests were performed. The possibility of
      HPV-DNA transmission from mother to fetus is high, above all when the maternal
      PCR test is positive at the time of birth, or in the presence of a high viral
      load. This justifies the need to monitor this infection in pregnancy in those
      affected by florid genital condylomatosis or with koilocytosis on cervical
      cytology. It is also appropriate to check all HPV-DNA positive neonates one year 
      after birth.
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TI  - Demonstration of infectious bovine rhinotracheitis virus antigen by
      immunoperoxidase method in tissues of aborted bovine fetuses preserved for 25
      years in paraffin blocks.
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AB  - Infectious bovine rhinotracheitis (IBR) virus antigen was demonstrated by the
      immunoperoxidase method in tissues of two aborted bovine fetuses, which had been 
      stored for 25 years after fixing in formalin and embedding in paraffin. Necrotic 
      foci were detected in the liver, kidney, adrenal gland, and thymus of the
      fetuses. Coincidenting with the distribution of the necrotic foci, IBR virus
      antigen was demonstrated by immunostaining. The present study proved the
      immunoperoxidase method in one of useful techniques to demonstrate IBR virus
      antigen in tissue sections from preserved paraffin blocks.
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TI  - [Agricultural antiparasitics evaluated for their potential cancerogenic,
      mutagenic and toxic reproductive effects].
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AB  - This paper reviews the evaluations of the potential carcinogenic, mutagenic and
      toxic-reproductive effects of the active ingredients and solvents contained in
      the pesticide products used in Italy. The information on the products (name and
      CAS number of the active ingredients and of the solvents, number of the products 
      in which they are present, and the range of concentration percentages of a.i.)
      were obtained from the Pesticide Registry, a database operating at the Italian
      National Institute of Health since 1985. The evaluations of the toxic effects of 
      these products are those which have been formulated by the Italian National
      Advisory Toxicological Committee, the European Union, the International Agency
      for Research on Cancer, and the Environmental Protection Agency of the United
      States. The aim of this study was to present an ample organic review of the main 
      information issued by national and international centers on pesticides, chemicals
      of wide occupational use and diffusion in the environment. The presence is
      highlighted of some substances with carcinogenic potential (for example,
      1,3-dichloropropene, alachlor, formaldehyde) for which it is therefore, necessary
      to carry out a careful risk assessment regarding exposure to many substances for 
      which further study is indicated, and for others which have not, so far, produced
      toxic effects (bentazon, cypermetrin). Benzene "a proven human carcinogen" was
      present in three products. In addition, the presence was observed out of mixtures
      of active ingredients and solvents for which clear evidence of carcinogenic
      and/or reproductive toxicity exists. This information can be useful to assess the
      carcinogenic risk associated to pesticides in the occupationally exposed
      population, as also established in official regulations.
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TI  - Protozoal colonization of the intestinal tract in institutionalized Romanian
      children.
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AB  - To determine the prevalence of intestinal parasitic infections in 92 Romanian
      children institutionalized at Colentina Hospital (Bucharest, Romania) and at the 
      Dystrophic Center (Vidra, Romania), medical charts were reviewed and complete
      physical examinations were performed. The nutritional status of each child was
      evaluated, and their sera were tested for the presence of antibodies to human
      immunodeficiency virus (HIV) and Cryptosporidium. Fecal samples were collected in
      10% formalin and examined by an immunofluorescent assay and by trichrome staining
      for intestinal parasites. At least one protozoan was identified in 77% of the
      fecal specimens examined. Giardia lamblia (72% of cases), Cryptosporidium parvum 
      (12%), and Entamoeba coli (4%) were the only parasites identified. Stepwise
      logistic regression revealed that the only factors predictive of giardia
      colonization were normal nutritional status (P < .01) and HIV seropositivity (P <
      .02), while cryptosporidium colonization was only associated with where the
      children lived (P < .01). Seventy-three percent of the children had IgA and/or
      IgG antibodies to Cryptosporidium in their sera. The presence of these antibodies
      was strongly associated with the severity of symptoms present in the HIV-infected
      children (P < .01). Protozoal colonization of the intestinal tract is common in
      institutionalized Romanian children and may play a role in causing morbidity and 
      mortality in this high-risk group of children.
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TI  - Prevalence of anti-neutrophil cytoplasmic antibodies (ANCA) in juvenile chronic
      arthritis.
PG  - 211-6
AB  - OBJECTIVE: Sera from 66 children with active JCA of oligoarticular, polyarticular
      or systemic onset, 13 sera from patients in disease remission, 15 sera from
      patients with reactive arthritis, and 11 from Lyme arthritis patients were tested
      for the presence of anti-neutrophil cytoplasmic antibodies (ANCA) in order to
      evaluate their diagnostic significance in JCA. RESULTS: ANCA were found in 21%
      (14/66) of the active JCA sera, all showing an atypical pANCA staining pattern
      using indirect immunofluorescence on ethanol fixed granulocytes. 71% of these
      sera also showed antinuclear antibodies (ANA) on HEp-2 cells. By additional
      staining on paraformaldehyde fixed granulocytes to exclude staining artefacts due
      to ethanol fixation, 2 of the pANCA positive sera showed cytoplasmic staining. In
      no case did we find nuclear fluorescence suggesting a true cytoplasmic
      localization of the involved antigens. All ANCA positive sera were negative for
      anti-MPO and anti-LF antibodies. ANCA prevalence in our study group did not
      correlate with the disease subgroup, disease duration or other clinical
      characteristics. However, we found ANCA only in active disease. CONCLUSION: Our
      data suggest that the diagnostic importance of ANCA in JCA is restricted to only 
      a few JCA patients. In these cases, however, ANCA positivity supports the
      diagnosis of JCA. Further studies are needed to substantiate this finding, as
      well as possible subgroup specificities. Standardized techniques of granulocyte
      fixation and antigen specific tests are needed to produce comparable results in
      different study groups.
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TI  - The prognostic importance of nuclear morphometry and the MIB-1 index in
      rhabdomyosarcoma [corrected].
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AB  - Both nuclear morphometry and an evaluation of the cell proliferative activity
      have been reported to be useful tools in predicting prognosis in malignant
      tumors. There have been few reports, however, on rhabdomyosarcoma regarding these
      evaluative techniques. We performed nuclear morphometry on 51 tumor specimens
      obtained either by biopsy or by resection of primary and untreated
      rhabdomyosarcomas, and we then evaluated MIB-1 staining on 25 of the 51
      specimens. The morphometric analysis was semiautomatically performed on
      hematoxylin- and eosin-stained sections by using a personal computer. The areas, 
      perimeters, and lengths of the major and minor axes of the best fitting ellipse
      of the nuclei were all measured. In addition, the Form Ell (nuclear ellipsoidity 
      score: minor axis/major axis) was calculated. Using the monoclonal MIB-1
      antibody, which detects Ki-67 antigen in formalin-fixed, paraffin-embedded
      tissue, immunohistochemical studies were performed. The values of the major and
      minor axes and the Form Ell showed significant differences between each
      histologic subtype whereas the values of nuclear areas did not. We defined the
      nucleus whose Form ELL was smaller than 0.25 as spindle-shaped nuclei and then
      divided all cases into two groups on the basis of the ratio of the spindle-shaped
      nuclei to the total number of nuclei of the tumor cells. The group with the
      higher ratio showed a significantly better prognosis (P < 0.05). The same trends 
      were also found in the specimens with an embryonal subtype. Nuclear morphometry
      was a useful tool in predicting prognosis. In particular, the appearance of
      spindle tumor cells in rhabdomyosarcoma correlated with a better prognosis.
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TI  - A controlled trial of two acellular vaccines and one whole-cell vaccine against
      pertussis. Progetto Pertosse Working Group.
PG  - 341-8
AB  - BACKGROUND: Concern about both safety and efficacy has made the use of whole-cell
      pertussis vaccines controversial. In some European countries, including Italy,
      the rate of vaccination against pertussis is low. METHODS: We conducted a
      double-blind trial in Italy in which infants were randomly assigned to
      vaccination at two, four, and six months of age with an acellular pertussis
      vaccine together with diphtheria and tetanus toxoids (DTP); a DTP vaccine
      containing whole-cell pertussis (manufactured by Connaught Laboratories); or
      diphtheria and tetanus toxoids without pertussis (DT). The acellular DTP vaccine 
      was either one containing filamentous hemagglutinin, pertactin, and pertussis
      toxin inactivated with formalin and glutaraldehyde (SmithKline Beecham) or one
      with filamentous hemagglutinin, pertactin, and genetically detoxified pertussis
      toxin (Chiron Biocine). Pertussis was defined as 21 days or more of paroxysmal
      cough, with infection confirmed by culture or serologic testing. RESULTS: The
      efficacy of each vaccine, given in three doses, against pertussis was determined 
      for 14,751 children over an average of 17 months, with cases included in the
      analysis if cough began 30 days or more after the completion of immunization. For
      both of the acellular DTP vaccines, the efficacy was 84 percent (95 percent
      confidence intervals, 76 to 89 percent for Biocine DTP and 76 to 90 percent for
      SmithKline DTP), whereas the efficacy of the whole-cell DTP vaccine was only 36
      percent (95 percent confidence interval, 14 to 52 percent). The antibody
      responses were greater to the acellular vaccines than to the whole-cell vaccine. 
      Local and systemic adverse events were significantly more frequent after the
      administration of the whole-cell vaccine. For the acellular vaccines, the
      frequency of adverse events was similar to that in the control (DT) group.
      CONCLUSIONS: The two acellular DTP vaccines we studied were safe, immunogenic,
      and efficacious against pertussis, whereas the efficacy of the whole-cell DTP
      vaccine was unexpectedly low.
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TI  - Genetic diagnosis from formalin-fixed fetal tissue using FISH: a new tool for
      genetic counseling in subsequent pregnancies.
PG  - 221-4
AB  - We evaluated the feasibility of retrospective genetic testing for numerical
      chromosomal aberrations by applying the FISH technique to formalin-fixed fetal
      tissue. Fetal tissue from 10 old cases with known aneuploidy and from 13 cases
      with known fetal malformations, were tested with specific DNA probes for
      pericentromeric repeat regions of chromosomes 13/21, 18, X and Y. FISH diagnosis 
      concurred with karyotype in all nine cases with sufficient cells. Numerical
      aberration was diagnosed in six out of 13 cases with fetal malformations.
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TI  - A quantitative evaluation of mucosal eosinophils in the pediatric
      gastrointestinal tract.
PG  - 110-4
AB  - Evaluation of the mucosal eosinophil content is important in the interpretation
      of endoscopic biopsies, as high eosinophil densities might reflect allergic
      gastrointestinal disease. Reference ranges gleaned from the literature have an
      upper limit of normal varying from 6 to 20 eosinophils per 400 x high power
      field. Preliminary data suggest a geographic variation with higher eosinophil
      counts in the southern United States. We examined intestinal tract mucosa from 44
      infants and children who died suddenly and unexpectedly in northeastern Texas.
      Subjects ranged in age from 3 wks to 17 yrs and were without known
      gastrointestinal disease. Using formalin-fixed, hematoxylin and eosin-stained
      4-microns sections, intramucosal eosinophils were counted in ten consecutive high
      power fields and the mean eosinophil count determined. Twenty-three subjects
      (52%) had counts of > 20 eosinophils/high power field from at least one site.
      There was no correlation with age, sex, season, or cause of death. In a subset of
      11 subjects, more extensive sampling showed the cecum and appendix to have the
      highest concentration of eosinophils and relatively low counts in the stomach and
      distal large intestine. These observations correlate with our impression that
      increased numbers of eosinophils, particularly in the proximal colon, are a
      common feature of otherwise unremarkable pediatric endoscopic biopsies. Efforts
      to distinguish the proportion of activated eosinophils in B5-fixed mucosal
      biopsies using the EG2 monoclonal antibody were unsuccessful, as this antibody
      does not appear specific for activation in B5-fixed tissue. Mucosal eosinophil
      counts should be interpreted with caution in geographic areas where a high
      background count is endemic.
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TI  - Immunohistochemical expression of p53 proteins in Wilms' tumour: a possible
      association with the histological prognostic parameter of anaplasia.
PG  - 49-54
AB  - Wilms' tumour (nephroblastoma) has been associated with chromosomal abnormalities
      at the 11p13, 11p15 and 16q regions. A study into the possibility of mutations
      occurring within p53, the ubiquitous adult tumour suppressor gene, in Wilms'
      tumour was carried out. Thirty-eight cases were studied. Of these 36 were
      categorised into the favourable histology group and two into the unfavourable
      histology group based on the National Wilms' Tumour Study criteria. Archival
      formalin-fixed, paraffin-embedded tissue sections from each case were stained
      with a polyclonal (AB565:Chemicon) and a monoclonal (DO7:Dako) antibody raised
      against p53 protein using a peroxidase-labelled streptavidin biotin kit (Dako).
      'Cure' (disease-free survival of 60 months or longer) was documented in 39% of
      cases with favourable histology tumours. Eleven percent in this group succumbed
      to the disease. Both cases with unfavourable histology died. Four out of 36 (11%)
      tumours with favourable histology demonstrated weak to moderate staining with
      both AB565 and DO7 in more than 75% of tumour cells. In contrast, p53 protein
      expression in unfavourable histology tumours was significantly increased compared
      with the favourable histology group (P = 0.021) with both cases demonstrating
      immunopositivity in > 75% of tumour cells when stained with AB565 and DO7. The
      intensity of staining ranged from moderate to strong in both cases. It appears
      from this preliminary study that the immunohistochemical expression of p53
      protein in Wilms' tumour, presumably a result of mutation in the p53 tumour
      suppressor gene, correlates with histological classification, histological
      categorisation being one of the useful features in the prognostic assessment of
      Wilms' tumours.
AD  - Department of Pathology, University of Malaya, Kuala Lumpur, Malaysia.
FAU - Cheah, P L
AU  - Cheah PL
FAU - Looi, L M
AU  - Looi LM
FAU - Chan, L L
AU  - Chan LL
LA  - eng
PT  - Journal Article
PT  - Research Support, Non-U.S. Gov't
PL  - ENGLAND
TA  - Histopathology
JT  - Histopathology
JID - 7704136
RN  - 0 (Tumor Suppressor Protein p53)
SB  - IM
MH  - Anaplasia
MH  - Cell Count
MH  - Child, Preschool
MH  - Female
MH  - Genes, Wilms Tumor/*genetics
MH  - Genes, p53/genetics
MH  - Humans
MH  - Immunohistochemistry
MH  - Infant
MH  - Infant, Newborn
MH  - Kidney Neoplasms/genetics/metabolism/*pathology
MH  - Male
MH  - Point Mutation
MH  - Prognosis
MH  - Retrospective Studies
MH  - Tumor Suppressor Protein p53/*biosynthesis
MH  - Wilms Tumor/genetics/*metabolism/*pathology
EDAT- 1996/01/01
MHDA- 1996/01/01 00:01
CRDT- 1996/01/01 00:00
PST - ppublish
SO  - Histopathology. 1996 Jan;28(1):49-54.

PMID- 8592795
OWN - NLM
STAT- MEDLINE
DA  - 19960404
DCOM- 19960404
LR  - 20031114
IS  - 0300-9858 (Print)
IS  - 0300-9858 (Linking)
VI  - 32
IP  - 6
DP  - 1995 Nov
TI  - Diagnosis of naturally occurring bovine viral diarrhea virus infections in
      ruminants using monoclonal antibody-based immunohistochemistry.
PG  - 609-18
AB  - Formalin-fixed paraffin-embedded tissues from 50 spontaneous cases (39 bovine,
      nine ovine, two caprine) of bovine viral diarrhea virus (BVDV) infection
      diagnosed by virus isolation were retrospectively examined for BVDV antigen by
      immunohistochemistry using anti-BVDV gp-43 monoclonal antibody (Mab 15C5). The
      cases were separated into enteric disease syndrome, respiratory disease syndrome,
      and abortion/weak calf syndrome based upon clinical disease. The purposes of the 
      study were to 1) compare routine virus isolation with immunohistochemistry in
      determining BVDV infection and 2) define tissue and cellular distribution of BVDV
      in various clinical manifestations of infection. In bovids, there was 100%
      concordance of virus isolation and immunohistochemistry using Mab 15C5 in cases
      of enteric disease (mucosal disease, acute and chronic diarrhea, neonatal
      diarrhea), respiratory disease, and abortion. When laboratory tests were
      restricted to gastrointestinal tissue and/or feces, virus isolation detected BVDV
      in only 65% of cattle, whereas immunohistochemistry detected BVDV antigen in 100%
      of cattle. Immunohistochemical detection of pestivirus was poor in cases of ovine
      abortion, ovine hairy shaker syndrome, and caprine abortion. The tissue
      distribution of BVDV antigen was widespread in individual cattle with all
      clinical forms of BVDV infection. Viral antigen accumulation was spatially
      correlated with tissue lesions (in the absence of other pathogens) only in the
      gastrointestinal tract, lymphoid tissue, lung, placenta, and eye. This study
      demonstrates the utility of immunohistochemistry using Mab 15C5 to diagnose BVDV 
      infections in cattle with a broad spectrum of clinical disease.
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TI  - Use of PCR for prenatal and postnatal diagnosis of congenital rubella.
PG  - 2881-7
AB  - A reverse transcription-nested PCR assay (RT-PCR) was evaluated for diagnosis of 
      congenitally acquired rubella in utero and during infancy. RT-PCR was compared
      with virus isolation for retrospective detection of rubella virus in placental
      and fetal tissues obtained after termination of pregnancy following primary
      rubella or rubella virus reinfection. Concordant results were obtained for 85% of
      samples; rubella virus RNA was detected by RT-PCR alone in four samples, and
      rubella virus was detected by isolation alone in two samples. Samples were also
      obtained for prenatal diagnosis of congenital infection; rubella virus RNA was
      detected in three of seven chorionic villus samples and one of three amniotic
      fluid samples by RT-PCR, while rubella virus was isolated in only one chorionic
      villus sample. To demonstrate that the RNA extracted from chorionic villus
      samples contained amplifiable RNA, a nested RT-PCR was used to detect keratin
      mRNA. Rubella virus was detected in placenta in two cases in which the fetus was 
      uninfected, and there was no evidence of rubella virus in the placenta from one
      case in which the fetus was infected. Thus, detection of rubella virus in
      chorionic villus samples by RT-PCR may not always correctly predict fetal rubella
      virus infection. RT-PCR was successfully used for the diagnosis of congenitally
      acquired rubella in infancy. Rubella virus RNA was detected in cyropreserved or
      formalin-fixed lens aspirates obtained from infants in India with serologically
      confirmed congenital rubella but not in samples from controls with inherited
      cataract.
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TI  - Mutations in the tumor suppressor gene p53 in human liver cancer induced by
      alpha-particles.
PG  - 765-70
AB  - The p53 tumor suppressor gene is mutated in varying fractions of almost all tumor
      types studied. The rate of mutations and the mutational spectrum in some tumors
      are specific for environmental mutagens assumed to be involved in the
      carcinogenic process. Thus, hepatocellular carcinomas supposedly induced by
      aflatoxin exposure often contain a specific point mutation in codon 249, and in
      lung cancers of miners with heavy radon exposure, another specific point mutation
      in codon 249 suggestive of an alpha-particle-specific mutation has been shown.
      The interpretation of studies linking the mutational spectrum with specific
      environmental exposures is complicated by the multifactorial or unknown genesis
      of most tumors. However, people given injections of the X-ray contrast medium
      Thorotrast (Th) in the past have experienced an enormous risk of liver tumors,
      and virtually all of these are supposedly induced by alpha-particles from the
      decay of 232Th. The examination of these tumors may provide evidence as to
      whether specific p53 point mutations are relevant in alpha-particle
      carcinogenesis. Therefore, we collected paraffin-embedded, formalin-fixed
      archival tissues from 18 hepatocellular carcinomas, 9 cholangiocarcinomas, and 9 
      hepatic angiosarcomas from Thorotrast-exposed patients. The tissues were analyzed
      for p53 protein expression by immunohistochemical staining by using the mAb DO-7 
      and for mutations of exons 5-8 by PCR and constant denaturant gel
      electrophoresis. G --> T transversions of the third base of codon 249 of the p53 
      gene were specifically screened for by restriction enzymes. No high score for p53
      protein expression (i.e., positive staining of >20% of examined cells) was
      observed; lower scores were seen in 5 of 18 (28%) hepatocellular carcinomas, 1 of
      9 (11%) cholangiocarcinomas, and 0 of 8 (0%) hepatic angiosarcomas. Only one p53 
      mutation, a heterozygous T --> G transversion of the first base codon 176,
      occurred in a hepatocellular carcinoma. The rate of p53 point mutations in
      alpha-particle-induced liver tumors seems to be lower than in European
      hepatocellular carcinomas in general. The study does not exclude the possibility 
      that alpha-particle carcinogenesis may involve inactivation of p53 by gross
      deletions of the gene, but it speaks against the proposed specificity of point
      mutations of codon 249 in cancer supposedly induced by alpha-particles from radon
      progeny.
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TI  - Reproductive disorders due to chemical exposure among hairdressers.
PG  - 325-34
AB  - The evidence for reproductive disorders due to chemical exposure among
      hairdressers was evaluated. To this end, a literature study was conducted on
      Medline for the years 1985-1993. Reproductive disorders in humans were described 
      for solvents such as ethanol and dichloromethane found mainly in hair sprays.
      Reproductive effects of several dye formulations, ethylene glycol ethers,
      nitrosamines, formaldehyde, hexachlorophene, and phthalic esters cannot be
      excluded, but few human data on low concentrations of these agents were
      available. Associations with menstrual disorders and spontaneous abortions were
      found in epidemiologic studies focused on hairdressers. Other studies showed
      inconsistent results, probably due to methodological shortcomings
      (misclassification of exposure, small sample sizes). It is concluded that there
      is little evidence for reproductive disorders among hairdressers to date. Limited
      availability of human data and unknown effects of chemical mixtures call for
      future research focused on human reproductive risks among hairdressers with
      emphasis on exposure assessment in the hairdressing salon.
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TI  - The prevalence of neosporosis in aborted bovine foetuses submitted to the
      Allerton Regional Veterinary Laboratory.
PG  - 207-9
AB  - Combined histological examination and avidin-biotin immunohistochemical staining 
      of formalin-fixed brain and myocardium from aborted bovine foetuses presented to 
      the Allerton Regional Veterinary Laboratory were utilized for the diagnosis of
      bovine neosporosis. Two out of 144 cases were diagnosed positive for neosporosis,
      indicating a low prevalence of infection and confirming Neospora caninum to be a 
      cause of sporadic abortion in the population surveyed.
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TI  - Effects of fixation and paraffin embedding on the immunohistological detection of
      cell-associated HIV-1 by different monoclonal antibodies.
PG  - 857-62
AB  - This study evaluates a panel of monoclonal antibodies (MAbs) to HIV-1 antigens
      (DuPont anti-gp120, gp41, p24; Olympus anti-gp120/160, gp41, p24A, p24B, p55,
      p18A, p18B, reverse transcriptase) for their ability to detect the virus in
      tissues after exposure to various fixatives (100% acetone, 10% formaldehyde, 2.5%
      glutaraldehyde, 4% paraformaldehyde/1% glutaraldehyde, Bouin's fluid) and after
      paraffin embedding. Acetone, 10% formaldehyde, and Bouin's fluid all preserved a 
      wide range of viral epitopes compared with other fixatives. The most robust MAbs 
      were DuPont p24 and Olympus p55, which produced excellent staining regardless of 
      the fixative used. Embedding in paraffin variability influenced the capacity of
      MAbs to detect HIV-1 epitopes on fixed cells. Certain antibodies (e.g., DuPont
      gp24, Olympus p24B) produced good staining, whereas other epitopes (e.g., DuPont 
      gp120, formaldehyde) were destroyed. In some cases, paraffin embedding revealed
      antigenic sites that had been formerly masked (e.g., Olympus gp120 and p24A;
      formaldehyde and glutaraldehyde fixation). These results indicate that HIV-1
      antigens can be detected by immunohistology on cells exposed to most common
      fixatives. Therefore, retrospective analysis of pathological material is
      possible, provided that the antibodies are matched to the fixative used to
      preserve the tissue.
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TI  - Clear cell papulosis: report of three cases of a newly recognized disease.
PG  - 230-3
AB  - BACKGROUND: Clear cell papulosis is a newly described disease. Since the first
      report in 1987, no other cases have been reported. OBJECTIVE: Our purpose was to 
      describe three more newly identified cases that further characterize this
      disease. METHODS: Formalin-fixed and paraffin-embedded biopsy specimens were used
      for histochemical and immunohistochemical studies. RESULTS: The three patients
      included two boys and, for the first time, a girl. All three had multiple white
      papules on the lower part of the abdomen, with or without scattered lesions along
      the milk lines bilaterally. The main histopathologic finding was the presence of 
      clear cells scattered mainly among the basal cells of the acanthotic epidermis.
      The clear cells were variably stained by mucicarmine, colloidal iron, alcian blue
      (pH 2.5), periodic acid-Schiff, the anticytokeratin antibody AE1,
      carcinoembryonic antigen, epithelial membrane antigen, and gross cystic disease
      fluid protein-15. CONCLUSION: Clear cell papulosis is a unique clinicopathologic 
      entity. The clear cells were confirmed to be sweat gland secretory cells by their
      positive immunostaining with gross cystic disease fluid protein-15. The latter
      was also present in eccrine sweat gland coil cells. However, whether the clear
      cells were eccrine or apocrine secretory cells could not be determined.
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TI  - Postmortem MRI of the brain with neuropathological correlation.
PG  - 343-9
AB  - We prospectively correlated in vitro MRI of the brain with the neuropathological 
      findings in patients with suspected intracranial disease. In vitro MRI was
      performed on 91 consecutive formalin-fixed whole-brain specimens. In 60 cases,
      the images were correlated with the neuropathological findings (number of
      lesions, lesion boundaries, spread of oedema and type of lesions). As compared
      with neuropathology, MRI showed an equal number of lesions in 50 cases, more in
      5, and less in 5 specimens, resulting in a sensitivity of 83.3%. The extent of
      perilesional oedema was better seen on in vitro MRI than on gross pathology.
      Microscopic extent of glial tumours was underestimated on both T2-weighted images
      and macroscopic examination. Neuropathology remains the reference study, since on
      in vitro MRI primary brain tumours, metastatic deposits and non-neoplastic
      space-occupying lesions cannot be differentiated. However, in our study MRI had a
      specificity of 76.6%. MRI of postmortem specimens is sensitive to focal brain
      lesions, and can focus the attention of the neuropathologist to abnormal regions.
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TI  - Flow cytometric and clinicopathologic study of 197 hydatidiform moles with
      special reference to the significance of cytometric aneuploidy and literature
      review.
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AB  - In order to evaluate the significance of cytometric aneuploidy in molar
      placentas, we analyzed 197 hydatidiform moles by flow cytometry using
      formalin-fixed, paraffin-embedded tissues. Of 150 complete moles (CMs), 110 were 
      diploid, 26 were tetraploid, and 14 were aneuploid (non-triploid/tetraploid
      aneuploid). Of 47 partial moles (PMs), 44 were triploid and 3 were diploid. We
      could not find any histologic differences among the diploid, tetraploid, and
      aneuploid CMs. We found that flow cytometric DNA analysis was very helpful to
      differentiate CM from PM. Persistent diseases developed in 12 of 69 CMs (17.4%)
      (9 of 47 diploid and 3 of 14 tetraploid CMs) and in none of 26 PMs (0%). Four
      diploid and 2 tetraploid CMs were invasive and one each with diploid and
      tetraploid CM developed choriocarcinoma and none of 8 aneuploid CMs had sequelae;
      however, there was no correlation between DNA ploidy and clinical outcome in the 
      CMs. These results suggest that cytometric aneuploidy (non-diploidy) in CMs is
      not an independent predictor of persistent disease.
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TI  - Prognostic value of proliferating cell nuclear antigen (PCNA) immunostaining in
      neuroblastoma.
PG  - 300-4
AB  - Immunostaining for proliferating cell nuclear antigen (PCNA), a marker of cell
      proliferation, is being increasingly used to study the proliferative activity of 
      tumors, and the PCNA labeling index has been correlated with the prognosis of
      several malignant neoplasms. Formalin-fixed, paraffin-embedded tissue specimens
      of 24 primary neuroblastomas were immunostained using an anti-PCNA monoclonal
      antibody and the PCNA index was calculated. Then the relationship between the
      PCNA index, prognosis, and various other factors was assessed, retrospectively.
      The mean PCNA index was 11.0%. Patients having tumors with a high PCNA index (>
      or = 11.0%) showed a significantly lower survival rate than those possessing
      tumors with a low PCNA index (P < 0.001). Moreover, the tumors showing N-myc
      amplification had a high mean PCNA index of 15.6%, while those without N-myc
      amplification had a low mean index of 1.7% (P < 0.01). The PCNA index was closely
      related to the prognosis of neuroblastoma and to N-myc amplification. It has the 
      potential to be a useful prognostic indicator of the patients with neuroblastoma.
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TI  - [A retrospective study of delta F508 mutation in 22 patients operated on for
      meconium ileus].
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AB  - Meconium ileus is the earliest clinical manifestation of cystic fibrosis. We
      report 22 neonates with meconium ileus who had clinical evidence of cystic
      fibrosis. Patients were categorized as simple with inspissated meconium in the
      ileum with dilated loops proximally or complicated with volvulus or atresia
      and/or a perforation resulting in meconium peritonitis. Histopathology of the
      surgically resected specimens of small bowel revealed lesions typical of cystic
      fibrosis. Genetic studies were performed on all subjects, this study analyzes the
      usefulness in the detection of delta F508 mutation in formalin-fixed
      paraffin-embedded tissues obtained from patients with meconium ileus, ten of whom
      had the delta F508/delta F508 mutation.
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TI  - [Detection of Chlamydia trachomatis in chronic prostatitis by in situ
      hybridization (preliminary methodical report)].
PG  - 659-62
AB  - (Preliminary methodical report). In situ hybridization of Chlamydia trachomatis
      in formalin fixed, paraffin embedded specimens from the Urology Clinic were
      performed in 2nd Department of Pathology Semmelweis University of Medicine by a
      biotin labelled DNA probe. Chlamydia trachomatis is suspected to be responsible
      for the chronic abacterial inflammation of the prostate besides Ureaplasma
      urealyticum and Mycoplasmae. According to our retrospective study out of 79
      biopsy specimens 34 had the diagnosis of chronic abacterial prostatitis. We
      examined 11 specimens of them. Bacteria were not identified. Three specimens were
      positive for Chlamydia trachomatis which were improved by transmission electron
      microscope. The age of patients was between 59 and 81 years. The detection of
      chlamydia infection rises the suspicion of a "healthy" career and especially at
      younger age could cause Chlamydia trachomatis associated genital disease. The
      undiagnosed and untreated diseases may lead to infertility.
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TI  - Myelin in SIDS: assessment of development and damage using MRI.
PG  - 409-13
AB  - OBJECTIVE: Abnormalities of myelin that have been reported in Sudden Infant Death
      Syndrome (SIDS) include a delay in development and focal lesions presumed to be
      secondary to hypoxia. Magnetic resonance imaging (MRI) gives excellent images of 
      white matter and can be used to map the progress of myelination and to
      demonstrate focal lesions. It was the aim of this study to determine whether any 
      MRI abnormality of myelin could be detected in the brains of SIDS compared to
      control infants. METHODS: The brains of 28 SIDS and 14 control infants were fixed
      in formalin and scanned with MRI. The proton density, T2-weighted, and inversion 
      recovery scans were assessed for the presence of focal white matter lesions. The 
      amount of myelin in 26 sites was measured in the proton density scans, using a
      densitometer. The amount of myelin present could be assessed in 21 of 26 sites.
      RESULTS: In 15 of 21 sites the amount of myelin for age was the same in SIDS and 
      controls. In three sites the rate of myelination was greater in SIDS than control
      and in another three sites the amount of myelin for age was greater in SIDS than 
      control infants, but these differences were not seen in infants aged less than 8 
      months. No focal abnormalities of white matter were seen in either SIDS or
      control infants. CONCLUSIONS: The development of white matter in brains of SIDS
      infants less than 8 months old is the same as in controls, and in older SIDS
      infants white matter development may be slightly advanced compared to controls.
      No hypoxic changes can be seen in SIDS white matter on MRI.
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TI  - Reovirus 3 not detected by reverse transcriptase-mediated polymerase chain
      reaction analysis of preserved tissue from infants with cholestatic liver
      disease.
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AB  - Reovirus type 3 has been implicated in the origin and pathogenesis of
      extrahepatic biliary atresia and idiopathic neonatal hepatitis, but routine
      detection of this virus in hepatobiliary tissues from affected infants by culture
      and histological techniques has been unsuccessful. In this study, oligonucleotide
      primers specific to the M3 genome segment of reovirus 3 (Dearing) were used in a 
      reverse transcriptase-mediated polymerase chain reaction technique to develop a
      sensitive and specific assay for the detection of reovirus 3 RNA in
      formalin-fixed, paraffin-embedded patient samples. Optimal reaction conditions
      were determined by testing infected murine tissues and preserved human liver
      tissue supplemented with reovirus 3. Archival specimens from 50 infants,
      including 14 with extrahepatic biliary atresia, 20 with idiopathic neonatal
      hepatitis, and 16 age-matched controls, were evaluated. Successful amplification 
      of human albumin complementary DNA from the preserved tissues confirmed the
      presence of intact RNA in every patient specimen tested. Analysis of the
      amplification reactions by agarose gel electrophoresis and Southern blot
      hybridization detected the presence of reoviral RNA only once in a single patient
      sample. These results do not support a strong role for reovirus 3 in the
      development of neonatal cholestatic liver disease. The recent association of
      other RNA viruses of the Reoviridae family with murine liver disease and human
      extrahepatic biliary atresia indicates that continued investigation into a viral 
      cause for idiopathic neonatal hepatobiliary disease is warranted.
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TI  - Evidence for a multifocal origin of papillary serous carcinoma of the peritoneum.
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AB  - Histopathological evidence suggests that papillary serous carcinoma of the
      peritoneum (PSCP) may be multifocal in origin. Utilizing a PCR based method to
      detect tandem repeat polymorphisms in formalin fixed tissue, loss of
      heterozygosity at eight loci on chromosomes 1, 3, 4, and 17 was studied in six
      cases of PSCP. Loss of heterozygosity was assessed at between 5 and 11 tumor
      sites/patient. Allelic losses at 4 loci (1q32-qter, 3p14.3-21.1, 17q12,
      17q21.3-23) were noted. Three cases demonstrated a different pattern of allelic
      loss at various anatomic sites within the same patient. In an additional case, a 
      mutation of the p53 gene, detected by quantitative PCR followed by single-strand 
      conformation polymorphism analysis, was detected in only 2 of 5 tumor sites. The 
      pattern of allelic loss and the mutational pattern of the p53 gene varied at
      tumor sites within the same patient in 4 of 6 cases of PSCP. These findings are
      consistent with histopathological evidence that PSCP is multifocal in origin.
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TI  - Expression of neu antigen in normal lactating and prepartum mammary epithelial
      cells.
PG  - 51-6
AB  - OBJECTIVE: To investigate the expression of the neu protein antigen in
      non-neoplastic, mammary epithelial cells of prepartum and actively lactating
      women. METHODS: Formalin-fixed, paraffin-embedded sections from breast biopsies
      obtained from four prepartum and seven postpartum, lactating women were stained
      for neu antigen with one commercially available monoclonal antibody (Ab 3), one
      commercially available polyclonal antibody (Ab-1), and another independently
      prepared polyclonal antibody (21N). Antigen competition experiments were carried 
      out alongside as negative controls, and two strongly neu-positive breast
      carcinomas were included as positive controls. RESULTS: Membranes and cytoplasmic
      elements of two of the four prepartum and four of the seven lactating specimens
      stained as strongly or nearly as strongly for neu antigen as did those of the
      breast carcinomas. CONCLUSION: Our results demonstrate the expression of neu
      antigen by mammary epithelial cells just before and during lactation and suggest 
      a possible role for this receptor in the lactational differentiation of the
      normal female breast.
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TI  - [Development of the mandible and its vascularization in human fetuses in light of
      morphologic, microangiographic and gnathometric studies].
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AB  - Studies were carried out on 75 mandibles of human fetuses from the 4 to 9th month
      of fetal life. There were 31 female and 44 male fetuses. The material came from
      the Institute of Normal Anatomy--Pomeranian Medical Academy. Investigations
      consisted in filling the external carotid artery and its branches with Micropag. 
      After filling the arteries, the head of the fetus was isolated and fixed in
      formalin solution in concentration--1.11 mol/dm3 for the period of 3 weeks. Next 
      the mandibles with articular capsule were excised, soft tissue removed and cut at
      the site of symphysis. Some of the mandibles were decalcified in the solution of 
      nitric acid in concentration--1.16 mol/dm3 for the period of two weeks. All the
      mandibles were X-rayed employing Unipan 401 equipped with a micro focus X-ray
      tube for structural examinations. Radiogram photo copies were equipped with a
      micro focus X-ray tube for structural examinations. Radiogram photo copies were
      made by the positive method to obtain additional blow up. The decalcified
      mandibles were X-rayed again. In order to perform a thorough study of
      vascularization, the decalcified mandibles were cut into specimens (transverse
      longitudinal axis) about 500 microns thick, thereafter structural pictures were
      taken--enlarged 9, 11, 17, 22 and 25 times. The decalcified mandibles were
      exploited to prepare histological specimens in longitudinal cross-section (along 
      the longitudinal axis of mandible). Further observations referred to the growth
      of mandibles in the particular age groups. Therefore antropometric measurements
      were made on X-ray pictures and their results were subjected to statistical
      analysis (Fig. 1-2). The results of studies (Fig. 3-7) proved that in the
      radiological photo of human fetuses from 4 to 9th month of fetal life;
      morphological elements characteristic of extrafetal mandibles were found, (such
      as: body, angle, ramus, mentum, coronoid process, condylar process, alevoluses
      and teeth buds). The bone structure of mandible showed trabecular structure with 
      clearly seen borders. The structure of condylar process was of isosceles triangle
      with different trabecular structure. With age and texture of the triangle
      shriveled. Vascularization of the body of the mandible with alveolar process
      derived mainly from the inferior alveolar artery. The condylar process was
      supplied with rich vascular rete derived from arteries of temporomandibular
      joint. The coronoid process was vascularized by the adjacent arteries. The
      condylar process stroma formed cartilaginous model surrounded by trabeculae
      osseae cuff resembled, by the look and structure, the epiphysis of long bones.
      The analysis of measurement of the fetal mandibles proved that both halves of the
      fetal mandible revealed statistic identity. The comparison of the results of
      mandible measurement in both sexes did not show any significant differences. The 
      mandible parameters presented slow, successive and constant growth month after
      month, and the greatest dynamics of growth in all mandible parameters was
      present, however, in the 7th month of fetal life a growth inhibition was
      observed. The gonial angle was constant, its mean value -148 degrees.
AD  - Katedry i Zakladu Anatomii Prawidlowej i Topograficznej Pomorskiej Akademii
      Medycznej w Szczecinie.
FAU - Mahaczek-Kordowska, A
AU  - Mahaczek-Kordowska A
LA  - pol
PT  - English Abstract
PT  - Journal Article
TT  - Rozwoj zuchwy i jej unaczynienie u plodow ludzkich w swietle badan
      morfologicznych, mikroangiograficznych i gnatometrycznych.
PL  - POLAND
TA  - Ann Acad Med Stetin
JT  - Annales Academiae Medicae Stetinensis
JID - 7506854
SB  - IM
MH  - Angiography/methods
MH  - Anthropometry
MH  - Arteries/anatomy & histology
MH  - Embryonic and Fetal Development
MH  - Female
MH  - Humans
MH  - Male
MH  - Mandible/anatomy & histology/blood supply/*embryology
EDAT- 1995/01/01
MHDA- 1995/01/01 00:01
CRDT- 1995/01/01 00:00
PST - ppublish
SO  - Ann Acad Med Stetin. 1995;41:29-42.

PMID- 7834237
OWN - NLM
STAT- MEDLINE
DA  - 19950224
DCOM- 19950224
LR  - 20061115
IS  - 0023-4001 (Print)
IS  - 0023-4001 (Linking)
VI  - 32
IP  - 4
DP  - 1994 Dec
TI  - [Intestinal parasite and Clonorchis sinensis infection among the inhabitants in
      the upper stream of Taechong Dam, Kumgang (River)].
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AB  - The prevalence of intestinal parasites and Clonorchis sinensis infection was
      observed among inhabitants in the upper stream of Kumgang (River) from January to
      October 1991. A total of 743 fecal specimens was examined by cellophane thick
      smear and formalin-ether concentration technique. The parasite positive rate
      including helminth eggs and protozoan cysts was 40.8%, the positive rates for
      every species were: Clonorchis sinensis 30.8%, Metagonimus spp. 14.5%, Fasciola
      spp. 0.7%, Taenia spp. 1.5%, Ascaris lumbricoides 0.4%, Enterobius vermicularis
      0.1%, Hookworm 0.1%, Trichuris trichiura 1.6%, Entamoeba coli 0.7%, E.
      histolytica 0.3%, Endolimax nana 0.3%, Giardia lamblia 0.3% and Iodamoeba
      buetschlii 0.1%, respectively. The cumulative positive rate in Okchon-gun showed 
      51.1%, in the Kumsan-gun 50.8% and in the Muju-gun 28.6%. Through this survey, it
      was concluded that the soil transmitted intestinal parasites including
      helminthseggs and protozoan cysts have been decreased remarkably among the
      inhabitants along the upper stream of Taechong Dam, Kum-gang (River), on the
      other side, Clonorchis sinensis, Metagonimus spp. and Taenia spp. are still
      morderate prevalent.
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TI  - Studies of childhood brain tumors using immunohistochemistry and microwave
      technology: methodological considerations.
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AB  - The immunohistochemical detection of antigens in archival tissue sections has
      been hampered by the poor reactivity of certain polypeptides in conventional
      formalin-fixed, paraffin-embedded material. For example, the poor reactivity of
      neurofilament proteins (NFPs) in surgical and autopsy specimens has been a major 
      drawback of previous large, retrospective, clinicopathologic studies of pediatric
      primitive neuroectodermal tumors (PNETs), also known as medulloblastomas. We
      report our experience with a method of antigen retrieval which greatly enhanced
      the immunohistochemical detection of neuronal and glial intermediate filament
      proteins, retinal S-antigen (RSA), and the proliferating cell nuclear antigen
      (PCNA) in archival, paraffin-embedded, formalin or Bouin's-fixed, pediatric brain
      tumors, particularly PNETs. The technique involves adding a single brief step to 
      an established avidin-biotin complex (ABC) immunohistochemical protocol
      (Vectastain Elite Kit). This step involves boiling tissue sections in distilled
      water for 5 min in a microwave oven. The specificity of staining was consistent
      with known cell and tissue specificities of the well-characterized monoclonal
      antibodies used and there was minimal background. Synaptophysin (SYN) staining
      was unaffected by heating and immunoreactivity of the low affinity nerve growth
      factor (p75NGFR) and the neural cell adhesion molecule (NCAM) were lost. The
      enhanced detection of neuronal and glial antigens in routinely prepared,
      formalin-fixed, archival material should facilitate large retrospective
      clinicopathologic studies designed to assess the prognostic implications of
      differentiation in PNETs and to better understand the biology of these tumors.
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TI  - Prevalence of intestinal helminthic infections in Kao District, north Halmahera, 
      Indonesia.
PG  - 737-44
AB  - A parasitological survey was conducted on the inhabitants of six villages of Kao 
      District, Halmahera Island, North Maluku, Indonesia, in July 1993. A total of 422
      fecal samples were examined by using Kato-Katz thick smear, modified Harada-Mori 
      culture and formalin ether concentration techniques. Seven nematode species, ie
      Ascaris lumbricoides, Trichuris trichiura, Necator americanus, Ancylostoma
      duodenale, Strongyloides stercoralis, Enterobius vermicularis and unidentified
      rhabditoids of free-living nature, were detected. Trematode and cestode infection
      was not proven. Necator americanus was the predominant species of hookworm.
      Soil-transmitted nematode infections were highly prevalent. Among the young
      inhabitants aged less than 15, positive rates of Ascaris, Trichuris and hookworm 
      infections were 32.7, 52.7 and 68.6%, respectively. Among the people aged 15 or
      more, the positive rate for hookworm (85.9%) was much higher than that for
      Ascaris and Trichuris (13.5 and 40.5%, respectively). Egg count revealed that
      more than 90% of inhabitants with Trichuris or hookworm had light infections. The
      latrines in the surveyed area seemed to have only limited effects on the
      improvement of the parasitological status because the prevalence of Trichuris
      infections was much higher in a village where most houses were provided with
      latrines. These conflicting conditions were considered to have been caused by
      many factors including the inadequate structure of the latrines.
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TI  - Chorionic villous haemorrhage is associated with retroplacental haemorrhage.
PG  - 965-9
AB  - OBJECTIVE: To examine the frequency of occurrence of chorionic villous
      haemorrhage in placentas with retroplacental haemorrhage, and to discuss the
      pathogenesis of these conditions. DESIGN: A retrospective study using
      histological sections of formalin-fixed, paraffin-embedded placental tissue
      stained with haematoxylin and eosin. SETTING: Department of Histopathology,
      Rotunda Hospital, Dublin. SUBJECTS: Sixty cases of retroplacental haemorrhage, 34
      cases of chorioamnionitis, and 24 histologically normal placentas. MAIN OUTCOME
      MEASUREMENT: Presence or absence of chorionic villous haemorrhage. RESULTS:
      Chorionic villous haemorrhage was present in 31 of 60 cases of retroplacental
      haemorrhage (51%), one of 34 cases of chorioamnionitis (2.9%) and in no normal
      placentas. CONCLUSIONS: It is postulated that chorionic villous haemorrhage
      reflects a disturbance of fetal vascular dynamics and precedes retroplacental
      haemorrhage. Such a disturbance could trigger the events leading to abruption.
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TI  - [The importance of formic acid excretion in the urine for environmental and
      occupational medicine questions].
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AB  - The suitability of the formic acid excretion in the urine as a parameter for the 
      biological monitoring of inhalational exposure to formaldehyde is discussed
      controversially. We investigated persons not occupationally exposed to
      formaldehyde (n = 70) to determine possible influencing factors on the
      physiological excretion of formic acid. Following this we carried out a study on 
      medical students (n = 30), who during an anatomical dissection course were
      exposed to a short but intensive inhalational exposure to formaldehyde, as well
      as investigations on employees of a pathological-anatomical laboratory (n = 8) in
      order to observe the course of the formic acid excretion in the urine during a
      working week with a continuous exposure to formaldehyde below or within the range
      of the MAK value (0.5 ppm). It was seen that the formic acid excretion in the
      urine with non-exposed persons is subject to considerable inter and
      intraindividual fluctuations (at a maximum by a factor of 30). In addition to
      differences in the endogenous formation of formates an important influencing
      factor is probably the uptake of food containing formic acid or its precursors. A
      value of 23 mg formic acid/g creatinine is given as the upper norm level (95th
      percentile) of adults. In the groups who were exposed to formaldehyde, in some
      cases considerably above the MAK value, we were able to detect no significant
      increase in the formic acid concentration in the urine. After a short but
      intensive exposure to formaldehyde (0.32-3.48 ppm) the formic acid concentration 
      in the urine did not change significantly with an average formic acid
      concentration in the urine before exposure of 6.5 mg/g creatinine (central 50%
      range: 3.5-14.2 mg/g creat.) and after exposure of 6.0 mg/g creatinine (central
      50% range: 4.4-10.9 mg/g creat.). There was no significant relationship between
      the individual change in the formic acid concentration in the urine (in mg/g
      creatinine) and the inhalational exposure to formaldehyde determined through
      personal air sampling (r = 0.079). In the course of a working week with a
      continuous exposure to formaldehyde (0.03-0.83 ppm) there was after relating the 
      values to creatinine a continuous increase in the median to 22.3 mg/g creat. with
      a starting value of 8.7 mg/g creat. The change proved, however, for the number of
      cases investigated not to be significant. In particular there was no linear
      correlation detectable between the individual changes in the formic acid
      excretion in the urine and the formaldehyde concentrations in the breathing zone 
      determined by personal air sampling.(ABSTRACT TRUNCATED AT 400 WORDS)
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TI  - The effect of progesterone on the accumulation of leukocytes in the human
      endometrium.
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AB  - OBJECTIVE: Our purpose was to determine the role of progesterone on the number
      and type of leukocytes found in human endometrium. STUDY DESIGN: Endometrial
      tissue was obtained from normally cycling women and from women receiving hormone 
      replacement therapy for premature ovarian failure. All tissues were formalin
      fixed, sectioned, and stained with specific antibodies to leukocytes, T cells, B 
      cells, and macrophages. Each tissue was also dated by means of published
      techniques. Quantitation was performed by counting all immunopositive cells in
      five high-powered fields. Data were compared by analysis of variance and
      Mann-Whitney U test. RESULTS: Leukocytes increased from 31.1 to 99.1 per
      high-powered field (p = 0.0001), and T cells increased from 10.9 to 20.4 per
      high-powered field (p = 0.001) after 12 days of progesterone treatment of women
      with ovarian failure. Normally menstruating women in the late luteal phase had
      similar concentrations. Neither B cells nor macrophages were found to increase
      with progesterone treatment. CONCLUSIONS: These data indicate that progesterone
      results in an increased leukocyte and T-cell concentration in human endometrium.
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TI  - Expression of c-erb B-2 oncogene product in persistent gestational trophoblastic 
      disease.
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AB  - OBJECTIVE: Much debate exists on the initiation of chemotherapy for women at risk
      for persistent gestational trophoblastic disease. This is a result of a lack of
      early predictors for the development of persistent gestational trophoblastic
      disease after evacuation of a complete hydatidiform mole, because the only
      current reliable method of detection and diagnosis lies in persistent or rising
      postmolar beta-human chorionic gonadotropin values. We used immunocytochemical
      techniques to retrospectively study the expression of the c-erb B-2 oncogene
      product in formalin-fixed, paraffin-embedded trophoblastic tissues as a potential
      indicator of the development of persistent gestational trophoblastic disease.
      STUDY DESIGN: In this retrospective study 56 trophoblastic tumors were examined
      by means of immunocytochemical techniques to stain for the oncogene product for
      evidence of c-erb B-2 expression. Our 56 cases included original tissue from 20
      cases of complete mole that progressed to persistent gestational trophoblastic
      disease, seven cases of choriocarcinoma after term pregnancy or abortion, and 29 
      cases of hydatidiform mole representing postevacuation, spontaneously regressing 
      disease (including one partial mole). We also studied 11 cases of first-trimester
      trophoblast and 15 cases of term placenta as additional controls. RESULTS: Our
      results showed positive immunostaining for c-erb B-2 gene product in one case of 
      persistent gestational trophoblastic disease, with negative staining in all other
      cases in the study groups and controls. CONCLUSION: Analysis for the significance
      of c-erb B-2 expression in persistent gestational trophoblastic disease showed
      that this correlation between c-erb B-2 expression and persistent gestational
      trophoblastic disease is not significant, suggesting that future efforts should
      be directed at the involvement of different oncoproteins.
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TI  - Detection of Cryptosporidium and Giardia intestinalis in Bedouin children from
      southern Israel.
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AB  - During an 18 month period, a total of 4796 stool specimens collected from 151
      Bedouin children enrolled in a cohort study and followed from birth, were
      screened for Giardia intestinalis, Cryptosporidium spp. and other intestinal
      parasites. Specimens were collected in phenol-alcohol-formalin (PAF) preservative
      and examined prior to, and after, formalin-ether concentration (FEC). During 6
      months of the second year Giardia intestinalis was observed in 17.6% of the
      specimens and Cryptosporidium in 0.9% as compared with 1.8% (Giardia
      intestinalis) and 1.6% (Cryptosporidium) observed during the first year. Giardia 
      intestinalis was detected in 8.4% (407/4796) of all the samples examined and
      Cryptosporidium in 1.3% (63/4796). Other intestinal protozoan parasites and
      helminthic ova demonstrated in the stool specimens included: Entamoeba coli
      (0.1%); Entamoeba histolytica (< 0.1%); Hymenolepis nana (0.1%); and Trichuris
      trichiura (< 0.1%). Mixed infection with 2 parasites was observed in 0.3% of the 
      specimens. PAF fixation was found to be highly effective in preserving the
      integrity and antigenicity of both Cryptosporidium-oocysts and Giardia
      intestinalis-cysts. The detection rate of Giardia intestinalis and
      Cryptosporidium before FEC was not significantly different from that obtained
      after FEC, showing differences of only 1% and 3% for Giardia intestinalis and
      Cryptosporidium, respectively.
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TI  - Relationship of p53 overexpression and up-regulation of proliferating cell
      nuclear antigen with the clinical course of non-small cell lung cancer.
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AB  - p53 is known to play a central role in the control of cell proliferation and
      carcinogenesis. In non-small cell lung cancer, however, the clinicopathological
      studies of p53 have yielded conflicting results. In the current study, we
      examined 123 non-small cell lung cancers with detailed clinical information, 71
      primary and 52 metastatic tumors, using formalin-fixed and paraffin-embedded
      surgical specimens to show the clinicopathological correlation of the
      immunohistochemical (DO-7) overexpression of p53. Nuclear specific p53
      overexpression appeared in 48 (39%; any number of tumor cells positive) of 123
      tumors (35% of primary and 44% of metastatic tumors). The distribution and
      intensity of staining were variable. Ninety-eight % of all tumors also expressed 
      nuclear immunoreactivity for proliferating cell nuclear antigen (PCNA; PC 10) to 
      a varying degree. In a univariate analysis, both p53 (> 10% of tumor cells
      positive; n = 11) and PCNA (> 50% of tumor cells positive; n = 32) were
      associated with shorter survival in the curative intent group (stages I, II, and 
      IIIA) of 63 patients. In a multivariate analysis including all
      clinicopathological variables, the overexpression of p53 (but not PCNA) was found
      to be an independent prognostic factor (P2 = 0.0011) in the curative intent
      group. No correlation was detected between the immunoreactivities and patient
      characteristics, such as age, gender, or smoking. Double immunohistochemistry of 
      both p53 and PCNA revealed a distinct pattern, whereas its clinicopathological
      correlation remained elusive. We conclude that p53 overexpression in non-small
      cell lung cancer (but not PCNA) is independently associated with a shortened
      survival and may be of prognostic significance in selected patients with earlier 
      stage cancer.
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TI  - Detection of delta F508 cystic fibrosis mutation by polymerase chain reaction
      from old paraffin-embedded tissues: a retrospective autopsy study.
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AB  - This study analyzes the usefulness of the polymerase chain reaction technique in 
      the detection of delta F508 mutation in 11- to 25-yr-old formalin-fixed
      paraffin-embedded tissues obtained from the autopsy of 38 cystic fibrosis
      patients (nine with meconium ileus). Two different pairs of oligonucleotide
      primers were used: C16 B/C16 D that amplify 98 and/or 95 bp and FQ1/FQ2 that
      amplify 50 and/or 47 bp. After two independent rounds of polymerase chain
      reactions with the two sets of primers, amplification products were obtained in
      67.5% of the cases when using C16 B/C16 D primers and in all cases when using
      FQ1/FQ2 primers. Fifty percent of the chromosomes analyzed in the 29 patients
      without meconium ileus had the delta F508 mutation, which was present in 13
      heterozygous and 8 homozygous patients. The remaining eight cystic fibrosis
      patients did not carry that mutation. These results are similar to those reported
      in cystic fibrosis patients from Spain. In the meconium ileus group, we found a
      higher than expected proportion of delta F508 mutation; all patients showed the
      delta F508 mutation in at least one chromosome, seven patients (77.8%) being
      homozygous and two (22.2%) heterozygous. Present results indicate that delta F508
      mutation can be detected by polymerase chain reaction in old paraffin-embedded
      tissues when appropriate primers are used.(ABSTRACT TRUNCATED AT 250 WORDS)
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TI  - Field evaluation of formalin inactivated Kyasanur forest disease virus tissue
      culture vaccine in three districts of Karnataka state.
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AB  - A formalin inactivated Kyasanur forest disease (KFD) virus tissue culture vaccine
      produced by the health department of the State Government of Karnataka at Shimoga
      was administered in Shimoga, Uttar Kannada and Chikmangalur districts during
      1990-92 KFD epidemic seasons. The selection of places for vaccination was based
      on the prevalence of KFD activity in previous years; villages adjacent to KFD
      affected areas and the villages from which mortality in monkeys was reported. A
      total of 284 villages was covered under vaccination; 26850 individuals received
      one dose whereas, 61302 received two doses of vaccine. No untoward reaction was
      observed in any of the vaccinees. In the 72 KFD affected villages there were 14
      patients among 9072 and 10 among 21083 vaccinees receiving one and two doses
      respectively, whereas 325 patients were reported among 37373 unvaccinated
      individuals during the same period. In 1990-91 the number of males patients was
      more than females whereas, in 1991-92 the ratio was reserved. On analysis
      indicated that the vaccine has a highly significant protective effect.
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TI  - Expression of bcl-2 gene product in neuroblastoma.
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AB  - The expression of bcl-2 is associated with inhibition of apoptosis and prolonged 
      cell survival. The purpose of this study was to examine the immunoreactivity of
      neuroblastoma and ganglioneuroblastoma tissue samples to the bcl-2 gene product
      in order to see if it was related to prognosis. BCL-2 protein was detected in all
      the 46 formalin-fixed, paraffin-embedded samples from 34 patients representing
      all clinical stages and sites of involvement. Immunopositivity was observed in
      tumours from the primary and metastatic sites. Moreover, it was demonstrated in
      the pre-chemotherapy and the post-chemotherapy samples from six cases with stage 
      4 disease. It was observed in neuroblasts in various stages of differentiation. A
      small proportion of undifferentiated neuroblasts were negative. As BCL-2
      oncoprotein was present in all the cases irrespective of the clinical outcome, it
      does not appear to be one of the factors influencing prognosis.
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TI  - Laboratory work and pregnancy outcome.
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AB  - Spontaneous abortions among women working in laboratories, and congenital
      malformations and birth weights of the children were examined in a retrospective 
      case-referent study. In the spontaneous abortion study there were 535 women (206 
      cases and 329 referents), and in the malformation study 141 women (36 cases and
      105 referents). The analysis of the birth weights concerned 500 women
      (referents). Significant associations with spontaneous abortion were found for
      exposure to toluene (odds ratio [OR], 4.7, 95% confidence interval [CI], 1.4 to
      15.9), xylene (OR 3.1, CI 1.3 to 7.5) and formalin (OR 3.5, CI 1.1 to 11.2) > or 
      = 3 days a week, adjusted for the covariates. Most of the women exposed to
      formalin and xylene were working in pathology or histology laboratories. No
      association with congenital malformation was found.
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TI  - Spontaneous abortions among cosmetologists.
PG  - 147-55
AB  - To examine the relation between adverse pregnancy outcomes and work in
      cosmetology during pregnancy, we conducted a mail survey in North Carolina among 
      8,356 licensed female cosmetologists 22-36 years of age. We identified
      pregnancies between 1983 and 1988 by a brief screening questionnaire, followed by
      a more detailed mail questionnaire. Seventy-four per cent of eligible
      cosmetologists responded to each inquiry. We restricted the main analysis to 96
      cosmetologists with a spontaneous abortion and 547 cosmetologists with a single
      livebirth who worked full-time in cosmetology or in other jobs during the first
      trimester of pregnancy. With adjusted odds ratios ranging from 1.4 to 2.0, we
      found associations between spontaneous abortion and the number of hours worked
      per day in cosmetology, the number of chemical services performed per week, the
      use of formaldehyde-based disinfectants, and work in salons where nail
      sculpturing was performed by other employees. We found no important associations 
      among full-time cosmetologists who performed few chemical services and among
      cosmetologists who worked less than 35 hours per week.
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TI  - Urologic complications of high-dose chemotherapy and bone marrow transplantation.
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AB  - OBJECTIVE: This study reviews the incidence and management of
      cyclophosphamide-induced hemorrhagic cystitis in a group of patients who received
      high-dose chemotherapy and bone marrow transplantation. METHODS: The records of
      217 consecutive patients undergoing bone marrow transplantation were reviewed.
      The incidence, degree, and management of hematuria in this group of pancytopenic 
      and immunocompromised patients were recorded. RESULTS: Despite prophylaxis,
      cystitis developed in 58 of these 217 patients (27%). In 12 patients (6%) the
      cystitis was severe. These patients had gross hematuria, clot retention, and drop
      in hematocrit necessitating blood transfusion. These patients were managed with
      continuous bladder irrigation, alum irrigation, and when less aggressive approach
      was unsuccessful, with intravesical formalin instillation. Alum irrigation was
      used in 5 patients, and was successful in only 1 patient. Six patients required
      intravesical formalin instillation to control the hematuria. Formalin solution
      2-5% was instilled initially. When lower-concentration formalin failed, 5-10%
      formalin was used progressively. CONCLUSIONS: Patients with bone marrow
      transplantation in whom severe hemorrhagic cystitis develops should be managed
      aggressively early. Intravesical formalin appears to be the most effective
      regimen in controlling profuse, persistent hematuria.
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TI  - Risk factors for antisperm antibodies in infertile men.
PG  - 69-76
AB  - PROBLEM: The prevalence of anti-sperm antibodies (ASAs) in the general population
      is 0 to 2%; the prevalence in infertile men is much higher at 7 to 26%. However, 
      the role of ASAs in male infertility remains controversial to date. Although
      several risk factors for ASA development have been defined (such as testicular
      torsion, varicocele, cryptorchidism, vasectomy, and genital tract infection),
      there are no specific indications for ASA testing. METHOD: In order to examine if
      a single parameter exists identifying patients with elevated ASA titers, serum
      ASA testing was performed with an enzyme-linked immunosorbent assay (ELISA) in
      226 consecutive male patients. The new assay, synchron ELISA (Synelisa) used in
      our study represents a new type of ELISA without fixation of the sperm surface
      antigens by formaldehyde or glutaraldehyde. Therefore, the quantitative assay is 
      highly sensitive and reproducible since the structure of sperm surface antigens
      is not altered by the fixation process. CONCLUSIONS: The prevalence of ASAs in
      this population was 14%, while the prevalence of the control group was 2.5%. Of
      all factors analyzed only a history of vasectomy, an acute epididymitis, and an
      abnormal result in the bovine mucus penetration test was associated with elevated
      ASA titers (P < .001). In addition, we could demonstrate a time related formation
      of ASAs in men after vasectomy.
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TI  - Tissue fixation for immunohistochemical detection of proliferating cell nuclear
      antigen with PC10 monoclonal antibody.
PG  - 112-7
AB  - PC10 is a monoclonal antibody to proliferating cell nuclear antigen, a nuclear
      protein associated with the cell cycle. We have evaluated the effects of tissue
      fixation on PC10 immunoreactivity in sections of paraffin embedded rat tissues.
      Immunoreactivity was well preserved in tissues after fixation with alcohol-based 
      solutions for 3-24 hr. Fewer PC10-positive cells were detectable in samples fixed
      with formaldehyde-containing solutions compared with samples fixed with alcohol
      for the same time. Loss of PC10 immunoreactivity in formaldehyde fixed tissues
      was progressive, and quantifiable as early as after 3 hr fixation. Consequently, 
      alcohol-based fixatives are strongly recommended for any immunocytochemical
      prospective study using PC10 antibody. In contrast, loss of PC10-immunoreactivity
      is always predictable, but difficult to quantitate, using formaldehyde fixed
      specimens. This aspect should be considered when using PC10 antibody in
      retrospective studies with routinely-processed archival material.
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TI  - An evaluation of the reactivity of the card agglutination test for
      trypanosomiasis (CATT) reagent in the Fontem sleeping sickness focus, Cameroon.
PG  - 39-46
AB  - The TestrypR Card Agglutination Test for Trypanosomiasis (CATT) used for the
      serodiagnosis of gambiense trypanosomiasis is based on the variant antigen type
      (VAT) LiTat 1.3. This antigen is rarely expressed by trypanosomes in the Fontem
      focus of Cameroon, but the CATT has been used for serodiagnosis in the focus
      since 1985. We give here a summary of results obtained with the CATT in Fontem
      from 1985 to 1989. The CATT is specific for trypanosome antibodies since: (a)
      sera from persons with other parasitoses from areas non endemic for
      trypanosomiasis fail to react and (b) an enzyme-linked immunosorbent assay
      (ELISA) based on the detection of antibodies to somatic antigens of T.b gambiense
      from Fontem concorded with the CATT. CATT reactions in Fontem seem to be specific
      for the variant surface glycoprotein (VSG) since absorption of CATT reactive sera
      with formalin fixed bloodstream T. gambiense from Fontem and with culture
      produced procyclics of T. gambiense from Fontem failed to abrogate CATT
      reactivity. CATT on serum failed to confirm 37% of CATT positive cases on whole
      blood. Although immunoconglutinin (IK), anti-human red blood cell (RBC)
      antibodies and complement fixing immune complexes (ICs) were found in sera from
      Fontem, our results failed to incriminate immunoconglutination of RBCs, reactions
      of RBCs with their autoantibodies and immune adherence hemagglutination as
      contributory factors in this lack of agreement between CATT on serum and whole
      blood. Further, comparison of whole blood and serum CATT results of
      parasitologically confirmed patients leads to the conclusion that screening with 
      the CATT in the Fontem focus should be done on whole blood, not serum or plasma. 
      CATT reactions in Fontem are based on cross-reactions with as yet undefined VATs.
AD  - CUSS, University of Yaounde, Cameroon.
FAU - Asonganyi, T
AU  - Asonganyi T
FAU - Bedifeh, B A
AU  - Bedifeh BA
FAU - Ade, S S
AU  - Ade SS
FAU - Ngu, J L
AU  - Ngu JL
LA  - eng
PT  - Clinical Trial
PT  - Journal Article
PL  - NIGERIA
TA  - Afr J Med Med Sci
JT  - African journal of medicine and medical sciences
JID - 7801013
SB  - IM
MH  - Adolescent
MH  - Adult
MH  - Agglutination Tests/*methods
MH  - Animals
MH  - Cameroon/epidemiology
MH  - Child
MH  - Child, Preschool
MH  - Enzyme-Linked Immunosorbent Assay
MH  - Female
MH  - Humans
MH  - Infant
MH  - Male
MH  - Mass Screening/methods
MH  - Prevalence
MH  - Sensitivity and Specificity
MH  - Seroepidemiologic Studies
MH  - *Trypanosoma brucei gambiense
MH  - Trypanosomiasis, African/*blood/epidemiology
EDAT- 1994/03/01
MHDA- 1994/03/01 00:01
CRDT- 1994/03/01 00:00
PST - ppublish
SO  - Afr J Med Med Sci. 1994 Mar;23(1):39-46.

PMID- 7907158
OWN - NLM
STAT- MEDLINE
DA  - 19940405
DCOM- 19940405
LR  - 20051117
IS  - 0022-4790 (Print)
IS  - 0022-4790 (Linking)
VI  - 55
IP  - 2
DP  - 1994 Feb
TI  - Expression of proliferating cell nuclear antigen in Wilms' tumors and other
      pediatric renal tumors: the correlation between histologic classification and
      proliferative activity.
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AB  - In order to estimate the proliferative activities in each prognosis predicting
      histologic type immunohistochemical studies for proliferating cell nuclear
      antigen (PCNA) have been performed on 27 pediatric renal tumors using
      formalin-fixed paraffin-embedded specimens. Image analyses determined the
      percentage of positive areas for PCNA, which were then represented in the PCNA
      score. The PCNA scores of nephroblastomas without anaplasia roughly correlated
      with the S phase fractions obtained by flow cytometry. The PCNA scores for each
      tumor were as follows; the renal specimens for the control study (n = 10, a mean 
      +/- SD of 8.04 +/- 3.59%); the nephroblastomas without anaplasia (n = 15, 27.70
      +/- 7.59%); the nephroblastomas with anaplasia (n = 3, 36.89 +/- 1.17%); the
      sarcomatous renal tumors (n = 5, 27.75 +/- 5.02); the renal cell carcinomas (n = 
      2, 28.31 +/- 0.86%), a congenital mesoblastic nephroma and a juxtaglomerular cell
      tumor (10.05 and 10.80%, respectively). The PCNA scores of the pediatric renal
      tumors correlated with neither the outcome of the patients nor the histologic
      groups in predicting the prognosis for such pediatric renal tumors.
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TI  - DNA index and S-phase in primary brain tumors. A comparison between fresh and
      deparaffinized specimens studied by flow cytometry.
PG  - 85-9
AB  - Forty-nine primary intracranial tumors (33 astrocytomas, eight acoustic
      schwannomas, five oligodendrogliomas, and three miscellaneous tumors) were
      studied by flow cytometry. Each tumor specimen was divided into two portions: one
      was studied as an unfixed suspension stained with propidium iodide and the other 
      after formalin fixation and paraffin embedding. The 50-microns sections from the 
      paraffin blocks were deparaffinized, rehydrated, and enzymatically disintegrated,
      and the cells in suspension were stained with propidium iodide. Flow cytometry of
      the two portions showed a significant correlation between fresh and fixed
      specimens regarding the S-phase (r = 0.87) and a very close correlation fo the
      deoxyribonucleic acid (DNA) index (r = 0.95). When the 33 astrocytomas were
      analyzed separately, similar results were obtained (r = 0.86 for S-phase and r = 
      0.93 for DNA index, respectively). This study demonstrated a high correlation
      between fresh and fixed specimens for DNA ploidy and S-phase both in primary
      intracranial tumors in general and also in the selected subgroup of astrocytomas.
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TI  - So-called congenital-infantile fibrosarcoma: does it exist and what is it?
PG  - 133-50
AB  - Congenital-infantile fibrosarcoma (CIFS) is a cellular, mitotically active
      neoplasm with a paradoxically limited biologic potential in most cases. Its
      phenotype and proliferative features have been incompletely explored with
      inconclusive results. We studied the clinical, pathologic, immunohistochemical,
      and flow cytometric features of 26 cases (16 males, 10 females; 92% of cases
      detected within the first year life; 11 on extremities, 10 on the trunk, 5 in the
      head and neck). All displayed interlacing fascicles of spindle cells with focal
      necrosis, mitoses, and a focal hemangiopericytomatous vascular pattern.
      Immunohistochemically, 22 of 22 cases were reactive for vimentin. Other markers
      were present in a minority of cases. Flow cytometry of formalin-fixed,
      paraffin-embedded tissue in 10 cases demonstrated moderate to high proliferation 
      activity and diploid DNA content in nine cases. Follow-up of all 26 patients
      revealed 20 patients alive and well, 15 without evidence of recurrence, and 5
      with a small residual mass. Six patients had died of tumor, none had distant
      metastases. Patients with tumors in the head and neck or deep truncal soft
      tissues, including mesentery, had a poor prognosis because of local extension.
      CIFS is a clinically and morphologically homogeneous condition with considerable 
      immunophenotypic diversity. Diploid DNA content in the majority of cases suggests
      that it may not be a fully expressed sarcoma. The clinicopathologic features are 
      sufficiently distinctive to permit recognition and warrant conservative initial
      treatment in most cases. "Fibrosarcoma" is a term of convenience rather than of
      nosologic certainty.
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TI  - Neurobehavioral impairment and seizures from formaldehyde.
PG  - 37-44
AB  - Three patients were evaluated for effects of formaldehyde on central nervous
      system function. Three patients had used formalin, formaldehyde with or without
      phenol, to fix whole animals for 14-30 y, and a fourth patient was covered
      several times by formaldehyde and phenol rainout from manufacturing spills. All
      were disabled, and two had developed seizures. They had elevated mood state
      scores (82 to 162) and elevated symptom frequency scores (111 to 138), compared
      with referent subjects. There was excessive fatigue, somnolence, headache,
      difficulty remembering, irritability, and instability of mood. Compared with
      referents, choice reaction time was prolonged in four of four (4/4) subjects,
      blink latency was delayed in 2/2, balance was abnormal in 3/4, and visual fields 
      were constricted in 2/3. Cognitive functions, measured by Culture Fair, block
      design, and digit symbol tests, were impaired in all. Delayed verbal recall and
      visual reproduction were impaired in 3/4. Perceptual motor speed on slotted
      pegboard and trail making A and B tests was reduced in 4/4. Errors on fingertip
      number writing were abnormal in all. Long-term memory was decreased in only one. 
      Extensive use of formaldehyde at work or repeated airborne exposure to
      formaldehyde and phenol appears to have impaired central nervous system function.
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TI  - COL1A2 and COL2A1 expression in temporal bone of lethal osteogenesis imperfecta.
PG  - 1305-14
AB  - OBJECTIVE: COL1A2 and COL2A1 genes are expressed at high levels in many cochlear 
      cells of 16- to 23-week-old human fetuses. Given these prior observations and the
      rare opportunity to obtain temporal bones from a deceased neonate with
      osteogenesis imperfecta (OI) type II, we determined the cellular distribution and
      level of expression of COL1A2 mRNA in OI type II inner ear compared with the
      expression in second-trimester human fetal cochlea. Expression of COL2A1 mRNA was
      assessed for its normal role in OI type II neonatal cochlea and to address
      potential spatial and temporal changes along with our observations in fetal
      cochlea. We describe our tissue in situ hybridization protocol and document its
      usefulness in assessing gene expression in human temporal bone obtained at
      autopsy. DESIGN: RNA-RNA in situ hybridization was performed in
      formaldehyde-fixed, decalcified, paraffin-embedded temporal bone sections from a 
      neonate with OI type II. Semi-quantitative assessment of gene expression was
      performed by visual inspection of grain densities. RESULTS AND CONCLUSIONS:
      COL1A2 and COL2A1 were expressed at moderate-to-high levels in many membranous
      cochlear cells, and no dramatic alterations in pattern or level of expression of 
      these genes was noted compared with human fetal cochlea. Consistent with in vitro
      studies, expression of COL1A2 in osteoblasts lining enchondral and endosteal
      layers is less than that in identical cells of the fetal otic capsule undergoing 
      osteoid deposition and mineralization. Expression of COL1A2 mRNA in osteoblasts
      lining the outer periosteum of otic capsule is markedly higher than osteoblasts
      lining enchondral and endosteal layers, suggesting that differential expression
      may exist between osteoblasts lining endosteal, enchondral, and periosteal
      surfaces of bone in OI type II.
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TI  - Diagnostic methods for intestinal parasites in southern Iraq with reference to
      Strongyloides stercoralis.
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AB  - Three hundred and thirty-two stool samples were examined for the presence of
      intestinal parasites including Strongyloides stercoralis. Each sample was
      processed and examined by direct smear, formalin-ether and Harada and Mori
      culture methods. Nine parasites were recovered from patients attending Basrah
      Teaching Hospital, southern Iraq during 1989. The prevalence rate of infection
      was 64.2%. It was higher in rural (74.2%) than in urban (57.5%) region (p <
      0.01). Sex distribution was 120 (36.1%) males and 87 (26.2%) females (p > 0.05). 
      The most common parasites were Blastocystis hominis, Giardia lamblia, Entamoeba
      histolytica, Hymenolepis nana and Strongyloides stercoralis. Formalin-ether
      concentration method was 3.75 times better than the direct smear method in the
      diagnosis of helminth rather than protozoan infections. The yield obtained by the
      usage of the Harada and Mori culture method (4.5%) was significantly higher than 
      that obtained by formalin-ether (2.7%) or direct smear (0.3%) methods. Therefore,
      the Harada and Mori culture method is recommended in patients with undiagnosed
      diarrhea and where strongyloidiasis is endemic or suspected. Investigation of the
      relationship between age of the patients and prevalence showed that the
      prevalence of total intestinal parasites and of Strongyloides alone had
      essentially levelled off by age 11-20 and 21-30 years old, respectively. Clinical
      symptoms associated with S. stercoralis infection were diarrhea, anorexia and
      abdominal pain. Thiabendazole is still a drug of choice in the treatment of
      strongyloidiasis.
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TI  - Combined determination of N-myc oncogene amplification and DNA ploidy in
      neuroblastoma. Complementary prognostic indicators.
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AB  - BACKGROUND: N-myc gene amplification is a well-established prognostic indicator
      in neuroblastoma. Flow cytometric analysis of nuclear DNA content has shown that 
      an abnormal nuclear DNA content in neuroblastoma is associated with a better
      prognosis. Because some patients with N-myc unamplified tumors have a poor
      prognosis, factors other than N-myc amplification may play a role in determining 
      the clinical behavior of neuroblastoma. In the current study, the authors
      correlated N-myc gene amplification and flow cytometric nuclear DNA content with 
      respect to prognosis. METHODS: Forty-one patients with neuroblastoma, including
      15 screened patients, served as subjects. The copy number of the N-myc gene was
      determined by Southern blot analysis. DNA ploidy analysis was done on nuclei
      isolated from formalin-fixed, paraffin-embedded blocks. RESULTS: Of 40 specimens 
      of neuroblastoma, 7 involved tumors containing amplification of the N-myc gene
      and 33 did not; 13 specimens showed DNA diploidy, and 27 showed DNA aneuploidy
      (including 4 with DNA tetraploidy). The Kaplan-Meier survival analysis indicated 
      a significantly better prognosis in patients with unamplified N-myc tumors
      compared with those with N-myc amplified tumors (87.3% versus 28.6%, P < 0.05)
      and in patients with DNA aneuploid tumors compared with those with DNA diploid
      tumors (96.3% versus 43.0%, P < 0.001). The difference in the survival of the two
      extreme combinations, (e.g., 25 with N-myc unamplified and DNA aneuploidy [4
      tetraploidy] versus 5 with N-myc amplified and DNA diploidy) was more significant
      (96.0% versus 20.0%, P < 0.001) than any other combination. CONCLUSION:
      Evaluations of N-myc gene amplification and DNA ploidy are complementary, and the
      combined determination of these two factors may be one of the most powerful
      prognostic indicators in neuroblastoma.
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TI  - Adhesion of parasitized red blood cells to cultured endothelial cells: a
      flow-based study of isolates from Gambian children with falciparum malaria.
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AB  - Adhesion of parasitized red blood cells to vascular endothelium is thought to
      play an important role in the development of the ischaemic complications
      associated with severe falciparum malaria. Using a novel, flow-based assay, we
      have investigated the adhesion of parasitized red blood cells to formalin-fixed
      human umbilical vein endothelial cells (HUVEC), for isolates obtained from 32
      Gambian subjects with mild or severe falciparum malaria. Red cells infected with 
      wild strains of Plasmodium falciparum were able to adhere to HUVEC under
      physiologically relevant flow conditions, but the level of adhesion was highly
      variable, ranging from 1 to 688 adherent cells per mm2 of HUVEC. Within isolates,
      some adherent parasitized cells remained stationary, whilst other formed less
      stable interactions and rolled slowly over the cell surface. There was no
      significant difference in adhesion of parasitized cells between isolates obtained
      from mild or severe cases of malaria, although a subset of isolates did show very
      high levels of adhesion. The results suggest that there is not a simple
      relationship between the adhesion of parasitized cells to cultured endothelial
      cells (presumably via the receptor ICAM-1) and the clinical severity of the
      disease, although variation in microvascular adhesion in vivo may still be a
      determinant of ischaemic complications.
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FAU - Cooke, B M
AU  - Cooke BM
FAU - Morris-Jones, S
AU  - Morris-Jones S
FAU - Greenwood, B M
AU  - Greenwood BM
FAU - Nash, G B
AU  - Nash GB
LA  - eng
PT  - Journal Article
PT  - Research Support, Non-U.S. Gov't
PL  - ENGLAND
TA  - Parasitology
JT  - Parasitology
JID - 0401121
SB  - IM
MH  - Cell Adhesion
MH  - Cells, Cultured
MH  - Child
MH  - Child, Preschool
MH  - Endothelium, Vascular/cytology/*physiology
MH  - Erythrocytes/*parasitology/physiology
MH  - Female
MH  - Flow Injection Analysis
MH  - Gambia/epidemiology
MH  - Humans
MH  - Infant
MH  - Ischemia/etiology
MH  - Malaria, Falciparum/*blood/epidemiology
MH  - Male
MH  - Umbilical Veins/cytology
EDAT- 1993/11/01
MHDA- 1993/11/01 00:01
CRDT- 1993/11/01 00:00
PST - ppublish
SO  - Parasitology. 1993 Nov;107 ( Pt 4):359-68.

PMID- 8155356
OWN - NLM
STAT- MEDLINE
DA  - 19940513
DCOM- 19940513
LR  - 20061115
IS  - 0001-6519 (Print)
IS  - 0001-6519 (Linking)
VI  - 44
IP  - 6
DP  - 1993 Nov-Dec
TI  - [Myringoplasty using formaldehyde formed fascia (Perkins' foot) in 188 cases:
      anatomical and functional results at 5 years].
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AB  - Herein we explain the experiences we have had, in the ORL department of the HCU
      of Valencia, al along a period of seven years, by using the formaldehyde formed
      fascia graft, exposing the anatomical and functional results obtained after a
      minimum pursuit of five years on a sequence of 188 myringoplasties. With such
      method we got to close the tympanic membrane, and that they remain entire after
      five years, on the 72.87% of the cases, getting improvement of audition
      determined by a reduction of the air-bone gap greater than 15 dB, in the 62.77%
      of the cases. Such results are obtained with a very slight number of
      complications. This all makes us to consider this technique as the proper one in 
      cases where perforation is greater than 50% of tympanic membrane.
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TT  - Miringoplastias con fascia formolada y moldeada (pie de Perkins) en 188 casos:
      resultados anatomicos y funcionales a los cinco anos.
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TI  - Cytokeratins 8, 18 and 19 in endometrial epithelial cells during the normal
      menstrual cycle and in women receiving Norplant.
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AB  - Cytokeratins 8, 18 and 19 are members of the cytoskeletal intermediate filament
      protein family. They are expressed in all simple epithelial tissues, including
      endometrium, and are recognised as dynamic structures that can be affected by
      numerous external factors. The Norplant system is a subdermal slow release
      levonorgestrel implant commonly used as a long-acting progestogen contraceptive. 
      Norplant implants have been shown to have atrophic effects on endometrial
      epithelial and stromal cells, and cause a range of endometrial bleeding problems 
      among users. The aim of this study is to describe changes in the
      immunohistochemical expression and distribution of cytokeratins 8, 18 and 19 in
      endometrial epithelial cells of Norplant implants users and normal menstrual
      cycle controls. Endometrial biopsies were collected from 65 control normal cycle 
      women and 37 Norplant implants acceptors. The normal menstrual cycle was
      classified histologically into 9 stages; one menstrual, five proliferative and
      three secretory. Norplant implants bleeding patterns were categorised into 6
      groups according to current World Health Organisation (WHO) definitions;
      amenorrhoea, frequent bleeding, infrequent bleeding, irregular bleeding, "normal"
      bleeding, and prolonged bleeding. The tissues were fixed in formalin, embedded in
      paraffin, and stained immunohistochemically. Semi-quantitative scoring of the
      staining intensity was performed. Apical versus basal intracellular cytokeratin
      distribution was also evaluated. The staining intensity was significantly
      stronger in control endometrial tissue compared to Norplant implants tissue. In
      control tissues, cytokeratins were predominantly located in the apical region of 
      epithelial cells (52% of biopsies) and in Norplant implants tissues they were
      predominantly distributed equally between the apical and basal portions of
      epithelial cells (43% of biopsies). There was no particular cytokeratin
      distribution pattern associated with the different stages of normal cycle or the 
      different Norplant implants bleeding patterns. It was concluded that long-term
      exposure to levonorgestrel significantly reduced the cytokeratin expression in
      endometrial epithelial cells (P < 0.001).
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OAB - PIP: Researchers compared endometrial tissue data on 37 women, 21-38 years old,
      in Jakarta, Indonesia, who were using Norplant contraceptive implants for 3-12
      months with similar data on 65 women, 19-49 years old, in Melbourne, Australia,
      who had normal menstrual cycles and were not using any hormonal contraception or 
      an IUD. They aimed to describe changes in the immunohistochemical expression and 
      distribution of cytokeratins 8, 18, and 19 in endometrial epithelial cells of
      Norplant users and normal menstrual cycle controls. They also wanted to determine
      whether any levonorgestrel-induced changes in epithelial cytokeratin expression
      might effect structural fragility of the endometrium and thus contribute to
      endometrial bleeding. 26 cases experienced some type of prolonged bleeding
      pattern. There were no differences in cytokeratins 8, 18, and 19 immunostaining
      intensity between either the different stages of normal menstrual cycle or
      between different bleeding patterns among Norplant users. On the other hand, the 
      cytokeratins of controls exhibited much greater immunostaining intensity (i.e.,
      more cytokeratins 8, 18, and 19 in the endometrium) than Norplant users (staining
      score, 2.6 vs. 1.4; p 0.001). This effect may be associated with increased
      endometrial fragility that could result in increased bleeding. The cytokeratins
      in the biopsies belonging to the control group were mainly located in the apical 
      region of epithelial cells (52%) while they tended to be evenly distributed in
      the apical and basal portions of epithelial cells in the Norplant group (43%).
      14% of biopsies in the Norplant group did not stain for cytokeratins. No
      particular cytokeratin distribution pattern emerged with the various stages of
      the normal menstrual cycle or the various Norplant-related bleeding patterns.
      These findings show that levonorgestrel exposure decreases expression of
      cytokeratins 8, 18, and 19 in endometrial cells.
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TI  - Evidence of an epidemic of Blastocystis hominis infections in preschool children 
      in northern Jordan.
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AB  - Blastocystis hominis is now gaining acceptance as an agent of human intestinal
      disease. A case-control study of the cause of gastroenteritis in children less
      than 6 years old was conducted. A total of 500 stool specimens were examined by
      wet mount preparation, formalin-ether concentration, Sheather's sugar flotation
      technique, and permanent stains when necessary. B. hominis was found in 63 (25%) 
      of 250 stool specimens of the cases examined; 38 (15%) of these specimens
      contained this parasite alone. The appearance of severe symptoms was associated
      with increased numbers of the parasite in the diarrheic specimens (more than five
      parasites per field at a magnification of x 400). The most common symptoms were
      abdominal pain, recurrent diarrhea, cramps, anorexia, and fatigue. Contaminated
      water was suspected to be the major source of infection, since several cases were
      associated with Giardia infection. These findings support the concept of B.
      hominis pathogenicity in children with gastroenteritis.
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TI  - Neonatal pulmonary hypoplasia: an autopsy study of 25 cases.
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AB  - Pulmonary hypoplasia (PH) is defined as defective or incomplete development of
      lungs that are immature for gestational age. A prospective study was done to
      establish practical criteria for the diagnosis of pulmonary hypoplasia and to
      determine the relative frequency of pulmonary hypoplasia and its associated
      congenital malformations. Postmortem, formalin-inflated, routinely processed
      lungs were examined for fresh lung weight, fixed lung volume, radial alveolar
      count, and tissue maturity. Of these, lung volume was found to be the least
      useful. However, no single parameter was adequate for diagnosis in every case.
      Using the remaining three in conjunction, reliable diagnostic criteria were
      established. In this series of 113 cases, 22% had pulmonary hypoplasia as the
      primary cause of death, of which one-third had no associated congenital
      malformations to account for the development of pulmonary hypoplasia. It was
      found that premature rupture of membranes (PROM) for as short as 5 days could
      lead to fatal PH. It is concluded that PH is a common problem in neonatal
      autopsies and can be diagnosed in the average laboratory. Recognizing PH is
      important because once it has developed, intrauterine intervention in cases of
      oligohydramnios and postnatal treatment with surfactant inhalation cannot
      influence the outcome. It remains to be seen whether early fluid replacement in
      PROM will prevent development of PH.
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TI  - Cryptosporidium infections in a suburban community in Maracaibo, Venezuela.
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AB  - A point prevalence survey for Cryptosporidium was conducted in 212 subjects two
      months to 70 years of age in a suburban area with a low socioeconomic status in
      Maracaibo City, Venezuela. Single stool specimens were collected and modified
      Ziehl-Neelsen carbol-fuchsin staining of 10% formalin-preserved stool was used to
      identify Cryptosporidium oocysts. Direct wet mounts, iron-hematoxylin-stained
      smears and formalin-ether concentrates were examined to determine the presence of
      other intestinal parasites. Cryptosporidium infections were identified in 21
      subjects (9.9%), with a high percentage of asymptomatic carriers (15 of 21,
      71.4%). Six children (28.5%) had gastrointestinal symptoms and four of them were 
      infants. Cryptosporidium was the single detectable potential pathogenic parasite 
      in only five (23.8%) of 21 patients. The infection rate with one or more
      parasites was high (82%) and multiple infections, including pathogenic helminths 
      and protozoa, were observed in the majority of patients who passed oocysts. Our
      findings suggest that although Cryptosporidium is an important pathogen, the
      proportion of asymptomatic carriers may be high in areas of low socioeconomic
      status in developing countries.
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TI  - [The surgical treatment of periradicular cysts of the jaws].
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AB  - The author has succeeded in improving functional results of surgical treatment of
      the teeth that caused pararadical cysts. This was due to access to the pathologic
      focus, preservation of the 'causative' tooth root, filling of the residual
      osseous cavity with formalin-treated allogenic placental transplant. A total of
      79 patients were operated on using this method. Late results were followed up for
      2 years, no recurrences occurred and functional status of the operated on
      'causative' teeth permitted their use as abutment teeth for bridge dentures.
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TI  - Expressions of N-myc and ras oncogene products in neuroblastoma and their
      correlations with prognosis.
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AB  - Thirty-six neuroblastomas were studied to determine the clinical significance of 
      the N-myc gene product, N-myc, and the ras gene product, p21. The expressions of 
      both gene products were analyzed immunohistochemically using formalin-fixed
      paraffin sections. Neuroblastoma cells were positive for N-myc expression in 13
      cases and for p21 expression in 19 cases. N-myc expressions showed no significant
      relation to any clinical prognostic factor, whereas p21 expression was well
      correlated with clinical staging and Shimada's classification. There was a
      tendency for p21 expression to be low in N-myc(+) tumors, whereas p21 expression 
      was frequently detected when N-myc expression was absent. The survival rate for
      N-myc(-) patients was significantly higher than for N-myc(+) patients (P < 0.01).
      The survival rate for p21(+) patients was significantly higher than for p21(-)
      patients (P < 0.001). In addition, N-myc(+) and p21(-) patients showed a strong
      tendency towards a poor prognosis, whereas a combination of p21(+) and N-myc(-)
      indicated a good prognosis (P < 0.01). The results suggest that expressions of
      N-myc and p21 detected by immunohistochemical staining could be among the most
      reliable prognostic indicators in neuroblastoma patients.
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TI  - Intestinal parasitic infections in Campalagian district, south Sulawesi,
      Indonesia.
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AB  - Intestinal parasitic infections were surveyed in the inhabitants of 3 coastal and
      2 inland villages of Campalagian District, South Sulawesi, Indonesia, in July
      1992. A total of 398 fecal samples were examined by using Kato-Katz thick smear, 
      Harada-Mori culture and agar-plate culture techniques. Protozoan cysts were
      examined by formalin ether concentration technique on 380 fecal samples.
      Soil-transmitted helminth infections were highly prevalent with the overall
      positive rates as follows: Ascaris lumbricoides 25.3%, Trichuris trichiura 59.3%,
      hookworm 68.3% and Strongyloides stercoralis 2.3%. Eight species of protozoan
      were detected with the overall prevalence as follows: Entamoeba histolytica
      10.9%, E. hartmanni 16.3%, E. coli 31.9%, Endolimax nana 12.5%, Iodamoeba
      buetschlii 5.4%, Giardia lamblia 4.6%, Chilomastix mesnili 0.8% and Blastocystis 
      hominis 18.0%. In the inland villages, prevalence of hookworm infection was
      higher than Ascaris and Trichuris infections, while in the coastal villages
      Trichuris infection was predominant. Egg count revealed that the infection level 
      was light in most of the hookworm and Trichuris carriers. Prevalence of
      lavatories among houses appeared to be inversely proportional to the prevalence
      of hookworm infection. Meanwhile, the incomplete structure of the lavatories
      might result in contamination of environment with Ascaris and Trichuris eggs.
      Harada-Mori culture was the most efficient method in the detection of hookworm
      infection compared to other techniques. Both Necator americanus and Ancylostoma
      duodenale were found in all villages, but the former was the predominant species.
      An adult pinworm was detected by agar-plate culture of feces. Two types of
      pinworm males, corresponding to Enterobius vermicularis and E. gregorii, were
      observed.
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TI  - Application of flow cytometry in diagnosis of hydatidiform moles.
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AB  - We analyzed the nuclear DNA content of 219 hydropic placentas and 68 control
      (nonhydropic) placentas by flow cytometry (FCM) using formalin-fixed
      paraffin-embedded tissues. Of 129 cases originally diagnosed as complete
      hydatidiform mole (CM), 91 were diploid, 25 tetraploid, one triploid, and 12
      aneuploid. Of five invasive CM, two were diploid, and three (including one
      metastasizing mole) were tetraploid. Of 49 partial hydatidiform moles (PM), 36
      were triploid and 13 were diploid. Of 41 hydropic abortuses (HA), 34 were
      diploid, one tetraploid, four triploid, and two aneuploid. Three control
      placentas were triploid, and the remaining 65 placentas were diploid. Based on
      FCM and review of the histology, 10 PM were reclassified as HA, and one PM was
      revised as CM. Four HA were reclassified as PM. One CM was revised as PM. These
      results show that the difficulty of histologic diagnosis of gestational
      trophoblastic diseases may lie in PM. Clinical follow-up information was
      available in 51 CM and 20 PM, and persistent trophoblastic disease followed 18%
      of CM and 0% of PM. Among diploid complete moles, DNA ploidy did not associate
      with persistent disease. A significant increase S-phase fraction (SPF) was
      detected in diploid CM when compared with HA and control placentas. However,
      among diploid CM, there was no significant difference of SPF between those with
      and without persistent disease. These findings suggest that DNA measurements by
      FCM may be an important aid in the diagnosis of hydropic placentas, but not a
      useful tool for predicting persistent disease.
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TI  - Demonstration of Coxsackie virus RNA in formalin-fixed tissue sections from
      childhood myocarditis cases by in situ hybridization and the polymerase chain
      reaction.
PG  - 45-51
AB  - This is a combined study using in situ hybridization and the polymerase chain
      reaction to investigate the presence of Coxsackie virus RNA in formalin-fixed
      tissue from cases of childhood myocarditis. Of the ten cases studied, two were
      positive by both methods. The virus RNA was predominantly located in areas
      showing an inflammatory cell infiltrate and myofibre necrosis. These findings
      suggest that direct lytic infection of myocytes by virus is responsible for
      myocarditis in these cases, rather than an autoimmune process, which has been
      suggested previously. The findings in one case, where the virus showed a marked
      sub-endocardial distribution, may have implications for the aetiology of
      endocardial fibroelastosis by confirming a viral tropism for this location. The
      techniques used in this study are easily repeatable and can be directly applied
      to look for viruses in a number of other diseases where a viral aetiology is
      suspected.
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TI  - Tetralogy of Fallot, truncus arteriosus, abnormal myocardial architecture and
      anomalies of the aortic arch system induced by bis-diamine in rat fetuses.
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AB  - OBJECTIVES: The aim of this study was to analyze the relation between anomalies
      of the heart and aortic arch arteries in near-term rat fetuses exposed to the
      chemical bis-diamine. BACKGROUND: Bis-diamine is known to induce cardiovascular
      anomalies. METHODS: Bis-diamine was given orally to normal pregnant rats, and the
      65 fetuses were examined under a dissecting microscope after formalin fixation.
      RESULTS: There were 26 rat fetuses (40%) with a ventricular septal defect in the 
      perimembranous portion, of which 14 (22%) had tetralogy of Fallot, 4 (6%) had
      truncus arteriosus and 8 (12%) had a relatively small defect with no other major 
      anomalies. In 44 fetuses (68%) the middle latitudinal muscle bundle of the
      ventricular septum was continuous with the right ventricular free wall. There
      were, isolated or in association, a double- or right aortic arch in 6 fetuses
      (9%), aberrant subclavian arteries in 9 (14%), right ductus arteriosus in 12
      (18%) and agenetic ductus in 4 (6%). The cross-sectional area of the ductus, as
      corrected by that of the aortic isthmus, was abnormally small in 47 rats (72%).
      The rat fetuses with a septal defect or abnormal myocardial architecture, or
      both, usually had a small ductus; it was very small or absent in those fetuses
      with tetralogy of Fallot. Of the four fetuses with truncus arteriosus, two had a 
      vestigial vasculature on the truncus root and three had a rudimentary
      infundibulum. CONCLUSIONS: The cardinal defect may be the anomalous and reduced
      development of the sixth arch arteries, which by imposing pressure overload on
      the fetal right ventricle, may have led to either or both the persistence of
      ventricular septal defect as a vent or the formation of myocardial architecture
      favorable for the generation of pressure in the right ventricle.
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TI  - Application of the polymerase chain reaction to the epidemiology of pathogenic
      and nonpathogenic Entamoeba histolytica.
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AB  - We used the polymerase chain reaction (PCR) to study the epidemiology of
      pathogenic and nonpathogenic Entamoeba histolytica in a rural community in
      Mexico. Formalin-fixed stool samples were used for extraction of DNA. The PCR
      amplifications were performed using two sets of primers that discriminate between
      pathogenic or non-pathogenic E. histolytica. A total of 201 randomly selected
      individuals were studied. Among them, 25 (12%) were diagnosed to be infected with
      E. histolytica by microscopy; PCR identified 24 of these as positive (sensitivity
      = 0.96) and of 176 negative individuals, only three were identified as positive
      (specificity = 0.98). The PCR analysis defined three populations: 14 cases were
      positive for both pathogenic and nonpathogenic E. histolytica, nine cases were
      positive for pathogenic and negative for nonpathogenic E. histolytica, and only
      one case was negative for pathogenic and positive for nonpathogenic E.
      histolytica. Infection by E. histolytica was strongly associated to infection
      with Entamoeba coli (odds ratio [OR] = 9.41, 95% confidence interval [CI] = 3.09,
      28.65, P < 0.0004) and Endolimax nana (OR = 6.15, 95% CI = 2.03, 18.17, P <
      0.0004). This new technique has high specificity and sensitivity; it is simple,
      reproducible, fast, avoids the need to culture trophozoites, and can be applied
      in the field for epidemiologic studies.
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TI  - Molecular diagnosis of trisomy 18 using DNA recovered from paraffin embedded
      tissues and possible implications for genetic counselling.
PG  - 214-6
AB  - Severe malformations pointing to trisomy 18 were observed in two fetuses. No
      chromosome analysis had been performed. To confirm the diagnosis of trisomy 18,
      DNA was isolated from formalin fixed and paraffin embedded tissues. Molecular
      analysis by typing chromosome 18-specific (CA)n-repeats unequivocally showed the 
      presence of trisomy 18 in both cases.
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TI  - Use of fluorescent in situ hybridization to detect trisomy 13 in archival tissues
      for cytogenetic diagnosis.
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AB  - The present report describes the use of molecular probes to investigate the
      chromosomal constitution of interphase nuclei of formalin-fixed,
      paraffin-embedded tissue from three infants with multiple congenital
      malformations and a provisional diagnosis of trisomy 13 in two. Fluorescent in
      situ hybridization with the probe for the 13 and 21 centromeric regions revealed 
      five nuclear signals in two of the cases, indicating the presence of an extra
      chromosome, and only four nuclear signals in the other case. Only the two
      positive cases had phenotypic features consistent with trisomy 13. Routine
      cytogenetic analysis was performed on one child and confirmed an additional
      chromosome 13. The child without an extra chromosome had features consistent with
      Ivemark syndrome. This study demonstrates the utility of fluorescent DNA probes
      for the retrospective diagnosis of aneuploidies in archival material.
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TI  - Use of confocal microscopy for the study of spermatogenesis.
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AB  - Spermatogenesis consists of spermatogonial proliferation, meiosis and spermatid
      differentiation. Laser scanning confocal microscopy (LSCM) may be used as an
      advanced analytical tool to follow spermatogenesis inside the seminiferous
      tubules without performing histological sections. For this purpose, separated
      seminiferous tubules are fixed in 0.5% paraformaldehyde, stained for DNA with
      propidium iodide and analyzed by LSCM. By producing longitudinal optical sections
      in the layer of spermatogonia, spermatocytes and spermatids, stage-specific
      changes in their structure may be followed within the tubules by LSCM.
      Longitudinal z-sections may be obtained to produce three-dimensional images of
      the seminiferous tubules. In addition, different proteins may be followed during 
      spermatogenesis in a stage specific manner within the tubule by incubation of the
      fixed seminiferous tubules with appropriate antibodies. As an example of the
      spermatogenesis studies using described LSCM techniques, detailed examination of 
      spermatogonia, spermatocytes and spermatids during golden hamster spermatogenesis
      is presented. LSCM analysis of c-kit and SC3 protein expression at different
      stages of hamster spermatogenesis is demonstrated.
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TI  - The intestinal parasite infection status of inhabitants in the Roxas city, The
      Philippines.
PG  - 113-5
AB  - We carried out a small-scale survey to investigate the status of intestinal
      protozoa and helminthes infection of inhabitants in Roxas city, Mindoro, the
      Philippines. Total 301 stool samples were subjected to the formalin-ether
      concentration method for the detection of helminth ova and protozoan cysts. The
      overall positive rate was 64.5%, and that of male and female were 56.6% and
      72.5%, respectively. The highest infected helminth was Ascaris lumbricoudes
      (51.2%), followed by Trichuris trichiura (27.6%), hookworm (8.0%) and Enterobius 
      vermicularis (0.3%). The protozoa infection status revealed that Entamoeba coli
      was the most frequent (15.0%). Iodoamoeba buetschlii and E. histolytica were
      found but few. The multiple infection more than two parasites was 29.6%, and
      double infection with A. lumbricoides and T. trichiura was most common. The
      intestinal helminth infections were highly prevalent in this area, according to
      this result, and we concluded that anthelminthic drugs should be given to
      inhabitants, especially to children of 1 to 15 years-old.
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TI  - Clinical implications of rhinoceros reproductive tract anatomy and histology.
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AB  - Reproductive tracts or tissues from five male black rhinoceroses (Diceros
      bicornis), two male white rhinoceroses (Ceratotherium simum), two male one-horned
      Asian rhinoceroses (Rhinoceros unicornis), seven female black rhinoceroses, and
      six female white rhinoceroses from multiple institutions were examined to
      characterize their anatomy and histology. Some observations and measurements were
      obtained from in situ tracts of intact animals before or during necropsy.
      Formalin-fixed tissues were dissected and examined histologically. Retrospective 
      reproductive data from each rhinoceros was obtained from the institutions of
      origin. Reproductive histology of these species was similar to that of other
      mammals. Male accessory gland structure varied among species, and the Asian
      rhinoceros epididymis was more loosely attached and had larger duct diameters
      than did the epididymides of the African species. Although histology was
      typically mammalian, rhinoceros reproductive morphology combined characteristics 
      of several different mammals. Defining this unique morphology of rhinoceroses may
      help in understanding their reproductive physiology and will effect the
      development of appropriate reproductive techniques.
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TI  - Cyclospora cayetanensis and other intestinal parasites associated with diarrhea
      in a rural area of Jordan.
PG  - 131-5
AB  - Cryptosporidium spp. and Cyclospora cayetanensis have emerged as important causes
      of epidemic and endemic diarrhea in immunocompetent and immunocompromised hosts. 
      The exact modes of transmission in certain rural areas are still unclear. Reports
      of water-borne and food-borne outbreaks suggest that fecally contaminated water
      or food acts as a vehicle of transmission. Two hundred stool samples of patients 
      with gastroenteritis from four health centers in a rural area of Jordan were
      examined using formalin-ethyl acetate concentration, wet preparation, and
      modified acid-fast staining methods. Oocysts of C. cayetanensis and
      Cryptosporidium spp. were found in 6% and 8% of the samples respectively, mainly 
      those of children. Parasites such as Entamoeba histolytica, Giardia lamblia, and 
      other enteropathogens were also observed. The results reflect the seasonality of 
      natural cyclosporiasis and cryptosporidiosis, being higher in the spring. The
      risk factors that were found by the Fisher test to be significant and might be
      associated with illness are the source of drinking water, contact with animals,
      and eating unwashed vegetables ( p<0.028, p<0.0005, p<0.00005 respectively).
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TI  - Expression of heme oxygenase-1 and endothelial nitric oxide synthase in the lung 
      of newborns with congenital diaphragmatic hernia and persistent pulmonary
      hypertension.
PG  - 808-13
AB  - BACKGROUND/PURPOSE: Heme oxygenase (HO-1), an inducible isoform of HO is a
      regulator of vascular tone and cell proliferation through the production of
      endogenous carbon monoxide (CO). Endothelium-derived nitric oxide (NO) occurs in 
      the endothelial layers of blood vessels and mediates vasorelaxation. Both CO and 
      NO have similar properties and are potent vasodilators. The aim of this study was
      to examine the expression of HO-1 and endothelial nitric oxide synthase (eNOS) in
      the Congenital diaphragmatic hernia (CDI) lung. METHODS: RNA was extracted from
      archival formalin-fixed paraffin-embedded lung tissue from 11 patients with CDH
      complicated by persistent pulmonary hypertension (PPH). Five age-matched newborns
      served as controls. Reverse transcription polymerase chain reaction (RT-PCR) was 
      performed using specific primers for human HO-1 and eNOS. Immunohistochemistry
      using HO-1 and eNOS antibodies was performed and examined using laser scanning
      microscope. RESULTS: HO-1 and eNOS mRNA expression was significantly decreased in
      CDH lung compared with controls (P <.05). HO-1 and eNOS immunoreactivity was
      reduced markedly reduced in the endothelium and arterial wall in the CDH samples 
      compared with normal lung. CONCLUSIONS: Decreased expression of HO-1 and eNOS in 
      the CDH lung suggests deficiency of endogenous NO and CO, which may contribute to
      altered vascular tone causing PPH.
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TI  - Prevalence and pathogenic role of Cyclospora cayetanensis in a Venezuelan
      community.
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AB  - The prevalence and pathogenic role of Cyclospora cayetanensis among 212 subjects 
      (age range = two months to 70 years) in an impoverished community in Venezuela
      were assessed retrospectively. For identification of the coccidium, modified
      Ziehl-Neelsen carbolfuchsin staining of formalin-ether concentrates was used. For
      other pathogenic parasites, iron-hematoxylin-stained smears and formalin-ether
      concentrates were examined. Cyclospora infections were identified in 13 (6.1%)
      subjects with a high percentage of asymptomatic carriers (11 of 13, 84.6%). Only 
      two (15.4%) infants had diarrhea and the coccidium as the single detectable
      pathogenic parasite. The findings suggest that Cyclospora infections are
      relatively common and often asymptomatic in this region.
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TI  - [Abortion in small ruminants in Switzerland: investigations during two lambing
      seasons (1996-1998) with special regard to chlamydial abortions].
PG  - 483-92
AB  - Abortion cases of 144 goats und 86 sheep were investigated etiologically during 2
      lambing seasons (1996/1997, 1997/1998). Macroscopic inspection of fetus and
      placenta was completed by histopathology and bacteriological isolation of agents.
      In addition, immunohistologically the following antigens were labeled in
      formalin-fixed and paraffin-embedded tissue sections: Toxoplasma gondii, Neospora
      caninum, Chlamydophila abortus (formerly Chlamydia psittaci serovar 1) and Border
      Disease Virus. From farms with abortions caused by Chlamydophila abortus specific
      data were recorded. In 75% of abortion cases in sheep and in 59% of cases in
      goats an etiologic diagnosis could be substantiated. Chlamydophila abortus is the
      most commonly involved agent in the etiology of caprine and ovine abortion (sheep
      39%, goats 23%), followed by Toxoplasma gondii (sheep 19%, goats 15%) and
      Coxiella burnetti (sheep 1%, goats 10%). All other agents are of minor
      importance. An infectious cause of abortion based on histopathologic findings
      without isolation of agents was observed in sheep (10%) and goats (21%).
      Malformation occurred in sheep (2%) and goats (3%) and lesions suggestive for
      Vitamin E/Selenium deficiency were seen in goats only (2%).
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TI  - Collagen scaffolding during development and its deformation with chronic lung
      disease.
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AB  - OBJECTIVE: Infants with chronic lung disease (CLD) have an arrest of primary and 
      secondary septation. We hypothesized that this may be related to damage or
      abnormal development of lung collagen secondary to positive pressure ventilation.
      Our aims were to identify the sites and quantity of collagen in control infants
      22 to 72 weeks' postconceptional age and compare these with infants with various 
      degrees of severity of CLD. METHODS: The controls were 22 to 42 weeks' gestation 
      (n = 30), received minimal ventilator care, and died within 48 hours of birth,
      plus 5 term infants who died at 43 to 72 weeks' postconceptional age from
      nonpulmonary causes. Infants who were 23 to 30 weeks' gestation, were at risk for
      CLD, and lived 5 to 94 days (n = 33) were separated into 3 groups on the basis of
      respiratory score (score group; the integrated area under the curve of the
      average daily fraction of inspired oxygen x mean airway pressure [cm H2O] over
      the number of days lived). The score groups, <20, 20 to 69, and 70 to 500,
      related clinically to mild to moderate and severe lung disease. The lungs were
      tracheally perfused and formalin fixed. Total lung volume was determined by water
      displacement. The paraffin-embedded lung blocks were sectioned 5 micro m thick,
      stained with Gomori's reticulum stain, hematoxylin and eosin, and
      immunohistochemically for collagen IV. The parenchyma was point-counted, and the 
      volume density of collagen was measured. The chord diameter of the peripheral
      airway saccules and alveoli was measured. Descriptive collagen data were assessed
      on en face 40- micro m-thick sections through the alveolar or saccular walls on
      all infants at risk for CLD and in selected controls. RESULTS: In the controls,
      the volume density of collagen decreased from a maximum of 9% at 22 weeks to 5%
      at term and 72 weeks. With Scores < or =69, the fraction of collagen was similar 
      to controls, but in infants with scores 70 to 500, it was increased relative to
      controls. However, when collagen was expressed as the volume density of
      interstitial tissue, ie, excluding parenchymal air space, it increased from a low
      of 5% at 22 weeks to 25% at 72 weeks. In infants with scores 70 to 500, 79% of
      infants had collagens greater than controls. Saccular and alveolar diameter
      increased from 40 micro m at 23 weeks to 100 microm at 72 weeks. Most infants
      with severe CLD (scores > or =70) had diameters more than twice that of controls 
      at the same age. The total lung parenchymal collagen had a similar pattern as the
      volume density of collagen in interstitial tissue, increasing from 0.4 cm3 at 23 
      weeks to 9.7 cm3 at 72 weeks in the controls. Eighty-five percent of infants with
      scores 70 to 500 had total parenchymal collagen greater than the 95% confidence
      interval of the controls. With en face sections, a fine collagen mesh was seen at
      23 weeks, which progressively increased in fiber size and quantity until 72
      weeks. With severe CLD, the secondary collagen fibers in the saccular wall were
      thickened, tortuous, and disorganized relative to same-aged controls. Under 30
      weeks, in the controls, the interstitium contained a wide, delicate network of
      interconnected collagen fibers. After positive pressure ventilation, some
      saccules markedly increased their diameter, which compressed and obliterated the 
      interstitial network. In contrast with severe CLD, the interstitium was wide,
      with coarse wavy collagen fibers. CONCLUSIONS: Parenchymal collagen increases
      throughout development. Before 30 weeks, there is a delicate complex interstitial
      collagen network, which may be important for primary septation and subsequent
      normal development. Positive pressure ventilation, if excessive, and depending on
      lung maturity and disease state, over a short time can severely compress the
      interstitium and damage this collagen network and prevent normal primary
      septation and arrest or distort future lung development. With severe CLD, distal 
      air space diameter increases. There is a failure of primary and secondary
      septation, arrested lung development and remodeling, with thickened cnt and
      remodeling, with thickened collagenous saccular walls, and a wide interstitium
      with increased quantity and size of collagen fibers that can affect the mechanics
      of ventilation. We conclude that normal lung development is dependent on a normal
      interstitium and, perhaps, collagen architecture and that origins of CLD begin
      early in the course of positive pressure ventilation.
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TI  - Seroprevalence of anti-cysticercus antibodies among the children living in the
      urban environs of Maputo, Mozambique.
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AB  - Blood and faecal samples were collected from 269 children (aged 0-15 years) who
      lived in the urban environs of Maputo, the capital city of Mozambique. Antibodies
      against Cysticercus cellulosae were detected, at a titre of at least 1:100, in 56
      (20.8%) of the blood samples. When the stool samples were checked for Taenia
      solium and other helminths, both as direct smears and after formalin-ether
      concentration, 180 (67.0%) were found to contain at least one helminth species.
      The parasites most commonly detected in the faecal samples were Trichurus
      trichiura (36.0%) and Ascaris lumbricoides (35.7%). Only in one sample (0.4%)
      were gravid proglottids of Ta. solium detected, but Hymenolepis nana (1.1%) and
      H. diminuta (0.4%) were also found. A positive correlation between seropositivity
      for anti-cysticercus antibodies and subject age, and positive associations
      between such seropositivity and infection with A. lumbricoides and infection with
      Tr. trichiura were observed. None of the other demographic and environmental
      factors investigated--the child's sex, religion and access to toilets and/or
      piped water, the type of house in which he or she lived, the number of
      individuals in the household to which he or she belonged, and whether that
      household had pets or raised livestock--showed any apparent association with
      either the seroprevalence of anti-cysticercus antibodies or infection with any
      intestinal helminth. The use of water from the common sewage-drainage system for 
      agricultural irrigation in the study area probably causes most of the
      contamination with intestinal parasites.
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TI  - Occupational risk in health care and research.
PG  - 369-97
AB  - BACKGROUND: Working in the health care and research sectors has been linked to
      various hazards. METHODS: Studies published in the peer-reviewed literature that 
      are pertinent to the exposures or diseases relevant to these fields were
      reviewed. RESULTS: The most important exposures include infectious agents,
      formaldehyde, anesthetic agents, antineoplastic drugs, and ethylene oxide. The
      best-documented evidence is that of infectious risk primarily among clinical
      personnel. Monitoring studies of persons occupationally exposed to anesthetics
      clearly demonstrate behavioral effects, possible risk of reproductive problems,
      as well as cytogenetic effects of unknown significance. The latter two
      impairments are also observed among those exposed to antineoplastic drugs and
      ethylene oxide. Exposure to formaldehyde appears to be associated with
      nasopharyngeal tumors. Whereas increased risk of cancer of certain sites,
      particularly the brain and lymphohematopoietic system, is found among research
      and health care personnel, no specific exposure has been linked to these
      neoplasms. CONCLUSIONS: Although some results are inconsistent, continued
      environmental and biological monitoring will allow better assessment of exposures
      and of implemented protection measures.
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TI  - Maternal exposure to low-level air pollution and pregnancy outcomes: a
      population-based study.
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AB  - BACKGROUND: Recent reports have shown that air pollution may increase the risk of
      adverse birth outcomes. We have evaluated the relationship between ambient air
      pollution and the occurrence of low birth weight and preterm delivery using
      routinely collected data in Lithuania. METHODS: This epidemiological study
      comprised all singleton newborns (N = 3,988), born to women in 1998, who resided 
      in the City of Kaunas. Birth data and information on maternal characteristics
      were obtained from the Lithuanian National Birth Register. To estimate
      residential exposure levels, we used measurements of ambient nitrogen dioxide
      (NO2) and formaldehyde, which were collected at 12 monitoring posts. Multivariate
      logistic regression was used to estimate the effect that each pollutant would
      have on low birth weight (LBW) and premature birth while controlling for
      potential confounders. RESULTS: Adjusted odds ratios (OR) for LBW increased with 
      increasing formaldehyde exposure (OR2nd tertile = 1.86, 95% CI 1.10-3.16; OR3rd
      tertile = 1.84, 95% CI 1.12-3.03). Adjusted ORs of preterm birth for the medium
      and high NO2 tertile exposures were OR = 1.14 (95% CI 0.77-1.68) and OR = 1.68
      (95% CI 1.15-2.46), respectively. The risk of preterm birth increased by 25%
      (adjusted OR = 1.25, 95% CI 1.07-1.46) per 10 microg/m3 increase in NO2
      concentrations. An analysis by trimester showed that pregnancy outcomes were
      associated with first-trimester exposure to air pollutants. However, there were
      no significant relationships in other pregnancy periods between preterm birth and
      exposure to formaldehyde or between LBW and NO2 exposure. CONCLUSION: Our
      findings suggest that in the City of Kaunas there might be a relationship between
      maternal exposure to ambient formaldehyde and the risk of LBW, as well as between
      NO2 exposure and the risk of preterm birth.
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TI  - Three-dimensional visualization of connexin 43 on the human cardiomyocytes.
PG  - 247-52
AB  - Gap junctions created by a family of connexin proteins play an important role in 
      the development of human heart. It has been previously shown that the
      abnormalities of right ventricular outflow tract are related to an altered level 
      of expression of connexin 43. The right ventricular outflow tract narrowing,
      stenosis, or atresia of the main pulmonary artery and hypertrophy of the right
      ventricle are observed in tetralogy of Fallot. The aim of the current study was
      to determine the distribution of connexin 43 on the surface of human
      cardiomyocytes obtained during reparative surgery for tetralogy of Fallot.
      Connexin 43 distribution in these cells was compared with distribution of
      connexin 43 in cardiomyocytes obtained from patients without right ventricular
      outflow tract pathology. Cardiomyocytes isolated from tissue biopsy were cultured
      on collagen substratum, fixed with paraformaldehyde, and incubated with goat
      antihuman connexin 43 antibodies and secondary donkey antigoat antibodies
      conjugated with fluorescent indocarbocyanine. Z-series of optical sections were
      recorded using a laser scanning confocal microscope. Three-dimensional data
      stacks were visualized using volume-rendering techniques. Images of connexin 43
      fluorescence revealed a pattern of three-dimensional distribution of connexin on 
      the surface of an individual cardiomyocyte. Cardiomyocytes from tetralogy of
      Fallot and hearts with normal right ventricular outflow tract differ in the
      organization of connexin 43. Cardiomyocytes from tetralogy of Fallot hearts
      revealed disturbed distribution of connexin 43. The protein is located
      irregularly on the entire surface of the cell. In the controls, connexin 43 can
      be visualized within the intercalated disks only. These disturbances may
      influence heart maturation, cause hypertrophy of the right ventricle, and induce 
      severe arrhythmias in children with tetralogy of Fallot.
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TI  - Domestic exposure to formaldehyde significantly increases the risk of asthma in
      young children.
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AB  - Concern has arisen in recent years about indoor air pollution as a risk factor
      for asthma. Formaldehyde exposure was examined in relation to asthma among young 
      children (between 6 months and 3 yrs old) in a population-based control study
      carried out in Perth, Western Australia, between 1997-1999. An association
      between exposure to formaldehyde and asthma in young children has been suggested.
      Cases (n=88), whose parents were recruited at Princess Margaret Hospital Accident
      and Emergency Dept (Perth, Western Australia), were children discharged with
      asthma as the primary diagnosis. Controls (n=104), who were children in the same 
      age group without asthma diagnosed by a doctor, were identified from birth
      records through the Health Dept of Western Australia (Perth, Western Australia). 
      Health outcomes for the children were studied using a respiratory questionnaire
      and skin-prick tests. Formaldehyde, average temperature and relative humidity
      were measured on two occasions, winter (July-September 1998) and summer (December
      1998-March 1999) in the child's bedroom and in the living room. The study found
      seasonal differences in formaldehyde levels in the children's bedrooms and living
      rooms with significantly greater formaldehyde exposure during the summer period
      for case and control subjects. The generalised estimating equation model showed
      that children exposed to formaldehyde levels of > or = 60 microg x m(-3) are at
      increased risk of having asthma. The results suggest that domestic exposure to
      formaldehyde increases the risk of childhood asthma.
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TI  - Immunohistochemical staining of IGF-I, IGF-binding proteins-1 and -3, and
      transforming growth factor beta-3 in the umbilical cords of preeclamptic
      patients.
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AB  - BACKGROUND: To detect the immunoreactivity of insulin-like growth factor-I,
      insulin-like growth factor-binding proteins-1 and -3 and transforming growth
      factor beta-3 in the umbilical cords of normal and preeclamptic patients.
      METHODS: Umbilical cords were obtained from 15 normal and 15 preeclamptic
      patients. Immunoreactivities were determined using either indirect
      immunofluorescence or immunoperoxidase techniques on formalin-fixed,
      paraffin-embedded sections. Staining intensity was graded by a semiquantitative
      scoring method. The results were compared by Mann-Whitney U-test. RESULTS: The
      umbilical cords were thinner and the vessels were hypoplastic in the preeclamptic
      group. Moderate staining intensity for insulin-like growth factor-I, insulin-like
      growth factor binding protein-1 and -3 and transforming growth factor-beta 3 was 
      observed in normal patients. The preeclamptic group had mild and strong
      intensities for insulin-like growth factor-I and insulin-like growth factor
      binding protein-1, respectively, and intensity for insulin-like growth factor
      binding protein-3 did not change, but diffuse and increased intensity was
      observed for transforming growth factor-beta 3. CONCLUSION: Changes in the
      intensity of insulin-like growth factor-I and its major binding protein and the
      transformation of growth factor-beta 3 may play a role in the pathogenesis of
      preeclampsia by altering the structure and responsiveness of the umbilical cord.
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TI  - Environmental agents as cause of health disorders in children presented at an
      outpatient unit of environmental medicine.
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AB  - There are no publications on the frequency of environmental agents causing
      diseases in children presented at centers of environmental medicine. The aim of
      this study was to perform a statistical analysis of the data of children who
      visited the outpatient Unit of Environmental Medicine (UEM) at the University
      Hospital of Aachen, Germany. Data of all UEM patient files from January 1988 to
      September 1996 were evaluated. From a total of 682 patients, 75 were children (40
      girls, 35 boys, age range 1-12 years). Forty-six children were presented with
      unspecific health disorders, 12 to examine a possible relationship between
      environmental agents and a current condition, mostly atopy (n = 10). Complaints
      were mucosal irritations (n = 38), unspecific (n = 19), dermatological (n = 16), 
      gastrointestinal (n = 4), heart/circulation-related (n = 2), musculoskeletal (n =
      1) and neurological (n = 1) symptoms. Wood preservatives were mentioned as
      suspected environmental causative agents in 22 cases, followed by unspecific
      indoor factors (n = 15), factories/disposal sites near homes (n = 9),
      formaldehyde (n = 5) and unspecific exposures (n = 5). Biomonitoring was done in 
      44 cases, local inspections and ambient monitoring in 10 cases. No evidence for a
      cause-and-effect relationship was found in 55 children, but was deemed possible
      in nine cases. In nine other children, a relatively high degree of exposure was
      determined by chemical analysis, but clinical relevance remained unclear. One
      child suffered from subclinical mercury poisoning caused by inadequate
      homeopathic medication. In most children referred to an environmental medicine
      center, it is difficult or impossible to verify an environmental cause using the 
      diagnostic instruments currently available.
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TI  - Seroepidemiology of beef and dairy herds and fetal study of Neospora caninum in
      Argentina.
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AB  - The purpose of the present work was to study the epidemiology of Neospora caninum
      in beef and dairy herds in the Humid Pampas of Argentina. The seroprevalence of
      N. caninum was evaluated in 2414 serum samples of cows from beef and dairy farms.
      An indirect fluorescent antibody test (IFAT) was used to determine specific
      antibodies. The sera was screened at a dilution >or=1:200 and >or=1:600 in cows
      with reproductive disease antecedents and without them, respectively. Cows
      without history of reproductive diseases from nine beef and fifteen dairy farms
      were grouped according to the percentage (> or <or= to 50%) of seropositive dogs.
      Additionally, the seroprevalence in beef and dairy cattle cohabiting in the same 
      farm with these dogs was compared. Microscopic studies were performed in 188
      aborted fetuses and/or their placentas. Formalin-fixed fetal tissues with
      microscopic lesions compatible with N. caninum were processed by
      immunohistochemistry (IHC). The seroprevalence in cows without reproductive
      diseases was 4.7% (19/400) for beef cattle and 16.6% (174/1048) for dairy cattle.
      The seroprevalence of N. caninum in dairy cattle was higher (P<0.05) in farms
      grouped according to the percentage (> or <or= to 50%) of seropositive dogs. The 
      analysis of 966 serum samples from aborted cows, demonstrated positive 18.9%
      (41/216) and 43.1% (323/750) from beef and dairy herds, respectively. Microscopic
      lesions compatible with N. caninum were observed in 43 of 188 (22.8%) fetuses
      and/or placentas evaluated. The protozoan was identified in 29 of 43 (67.4%)
      aborted specimens, being the largest number of positive results in dairy fetuses.
      The results obtained demonstrate a high association between neosporosis and dairy
      herds, however, our data also reveals that N. caninum is an important risk factor
      for reproductive losses in the extensively farmed beef cattle in the Humid Pampas
      of Argentina.
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TI  - Intestinal parasites among young children in the interior of Guyana.
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AB  - Intestinal parasites contribute greatly to morbidity in developing countries.
      While there have been several studies of the problem in the Caribbean, including 
      the implementation of control programmes, this has not been done for Guyana. The 
      aim of this study was to determine the prevalence of intestinal parasites among
      young children in a town located in the interior of Guyana. Eighty-five children 
      under the age of 12 years were studied prospectively for intestinal parasites in 
      Mahdia, Guyana. Stool samples were transported in formalin to the Department of
      Microbiology, The University of the West Indies, Jamaica, for analysis using the 
      formalin-ether concentration and Ziehl-Neelsen techniques. Data on age and gender
      of the children were recorded on field data sheets. At least one intestinal
      parasite was detected in 43.5% (37/85) of the children studied and multiple
      parasitic infections were recorded in 21.2% (18/85). The most common intestinal
      helminth parasite was hookworm (28.2%; 24/85), followed by Ascaris lumbricoides
      (18.8%; 16/85) and then Trichuris trichuria (14.1%; 12/85). Among the protozoan
      infections Giardia lamblia was detected in 10.5% (9/85) of the study population
      while Entamoeba histolytica appeared rarely. All stool samples were negative for 
      Cryptosporidium and other intestinal Coccidia. There was no predilection for
      gender with any of the parasites. The pattern of distribution of worms in this
      area of Guyana was unlike that seen in other studies. Hookworm infection was the 
      most common among the children and a large proportion had multiple infections.
      The study established the occurrence and prevalence of a number of intestinal
      parasites in the population of Guyana. This sets the stage for the design and
      implementation of more detailed epidemiological studies.
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TI  - [Epidemiological features of intestinal parasitosis in western Sicily in the
      period 1993-2000].
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AB  - To determine the prevalence of intestinal parasitic infections in western Sicily 
      from 1993 to 2000, fecal samples from 3024 patients (subdivided into native
      Sicilian children, migrants from developing countries and HIV+ patients,) were
      collected and observed on direct examination or by the formalin-ether
      sedimentation technique of Ritchie. Lugol, Kinyoun and Gomori's trichromic stain 
      techniques were employed. Trophozoites or mainly protozoan cysts and helminthic
      eggs were detected in 195 patients (6.4%). The positivity rate was 18.7% in HIV+ 
      patients, 10.3% in migrants and 5.0% in native Sicilian children. Tape test for
      Enterobius eggs was employed on 1449 patients with a positivity rate of 11%. The 
      importance of parasitology also in new millennium is emphasized.
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TI  - Prognostic significance of DNA cytometry in carcinoma of the uterine cervix FIGO 
      stage IB and II.
PG  - 97-105
AB  - OBJECTIVE: To assess the prognostic value of DNA-image cytometry in cervical
      carcinoma of the uterus and its relation to other established prognostic factors.
      STUDY DESIGN: The study included 116 cases of cervical carcinoma FIGO stages IB
      and II which were treated with radical abdominal hysterectomy. The median
      follow-up was 55 months (range 1-162 months). DNA image cytometry was performed
      on cytologic specimens prepared by enzymatic cell separation from formalin-fixed,
      paraffin-embedded tissues. DNA stemline ploidy, DNA stemline aneuploidy, 5c
      exceeding rate, 9c exceeding rate, 2c deviation index, and DNA malignancy grade
      were computed. DNA-variables as well as various clinical and histological
      variables were related to survival rates. RESULTS: In multivariate statistical
      analysis DNA stemline ploidy using 2.2c as a cut-off value and FIGO stage showed 
      to be statistically significant available presurgery predictors of survival,
      whereas the postsurgical parameters lymphonodal status, tumor size and
      parametrial involvement were significantly correlated with survival. The synopsis
      of all parameters in a multivariate Cox model indicated that - with declining
      relevance - the number of positive pelvic lymph nodes, DNA stemline ploidy using 
      a cut-off level at a modal value of 2.2c, largest pelvic lymph node, 5c exceeding
      rate, and ratio of carcinoma area to cervix area, were of predictive value for
      survival. CONCLUSIONS: Our results suggest that prognostic information deducted
      from classical staging parameters is successfully complemented by DNA image
      cytometry which can be applied pretherapeutically.
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TI  - Glutathione S-transferase and P-glycoprotein expressions in neuroblastoma.
PG  - 337-45
AB  - This study was planned to evaluate the prognostic role of glutathione
      S-transferase pi (GST-pi) and P-glycoprotein (P-gp) expressions in children with 
      neuroblastoma. Sections from formalin-fixed paraffin-embedded tumor blocks from
      52 neuroblastoma cases (17 with localized, 35 with advanced disease) were
      subjected to immunohistochemistry for P-gp and GST-pi expressions. The overall
      number of tumors positive for P-gp and GST-pi were 19 (36.5%) and 21 (40.4%),
      respectively. Twenty-two tumors were negative for both GST-pi and P-gp
      expressions, whereas 10 expressed both proteins. The distribution of staining
      status of samples in the groups of both proteins showed no significant
      difference. No relation between the expressions of both proteins and the clinical
      characteristics of the patients was demonstrable. The differenes between the
      survival rates of patients with positive and negative staining for P-gp
      expression were not statistically significant. Although 2 common mechanisms of
      multiple drug resistance, P-gp and GST-pi, might be responsible for drug
      resistance in neuroblastoma, this complex mechanism has no direct significant
      impact on prognosis. Multiple mechanisms at cellular levels are responsible for
      the resistance against antineoplastic therapies in neuroblastoma.
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TI  - The relationship between expression of c-ras, c-erbB-2, nm23, and p53 gene
      products and development of trophoblastic tumor and their predictive significance
      for the malignant transformation of complete hydatidiform mole.
PG  - 438-44
AB  - OBJECTIVE: The aims of this retrospective study by means of immunohistochemical
      staining were (1) to study the expression of c-ras, c-erbB-2, p53, and nm23 gene 
      products in complete hydatidiform moles that progress to gestational
      trophoblastic tumor and in those that remit spontaneously after evacuation, and
      (2) to estimate the predictive value of the expression of these four gene
      products in malignant transformation of complete hydatidiform mole. METHODS:
      Clinical data of patients with complete hydatidiform mole were obtained by
      retrospective chart review. Formalin-fixed paraffin sections of 50 cases of
      complete mole that progressed to gestational tumor and 32 cases of complete mole 
      that remitted spontaneously were studied immunohistochemically for c-ras,
      c-erbB-2, p53, and nm23 proteins. The prognostic value of the proteins for the
      malignant transformation of complete mole was analyzed by multiple logistic
      regression and stepwise logistic estimation. Sections of 30 cases of invasive
      mole and 19 cases of choriocarcinoma were also immunohistologically studied for
      expression of the proteins. RESULTS: Expression of c-erbB-2 and p53 gene products
      was significantly increased and expression of nm23 and c-ras products was
      remarkably decreased in complete hydatidiform moles that progressed into
      postmolar tumor compared with those that remitted spontaneously after evacuation.
      There was no significant difference in the expression of the four genes in
      invasive mole and in choriocarcinoma. A logistic estimation model for predicting 
      malignant transformation of complete mole was established based on the expression
      of gene products. When the expression of four gene products was used, the
      predictive sensitivity of the regression model was 86.0%, and the specificity was
      75.0%. The positive predictive value was 84.3%, the negative predictive value was
      77.4%. Logistic stepwise regression analysis showed that the altered expression
      of c-erbB-2 and nm23 products had strong predictive value, while the expression
      of c-ras and p53 products had no significant predictive value for the malignant
      transformation of complete mole. CONCLUSION: The altered expression of c-ras,
      c-erbB-2, nm23, and p53 gene products may be important in the pathogenesis of
      gestational trophoblastic tumor. The decreased expression of nm23 protein and
      increased expression of c-erbB-2 protein are strong predictors for the malignant 
      transformation of complete mole.
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TI  - Survey of faecal parasites in patients from western Kenya.
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AB  - Faecal specimens were collected from patients complaining of diarrhoea and
      abdominal or epigastric discomfort at two hospitals. Information obtained by
      questionnaires completed at the time of specimens collection, included
      demographic and clinical data. Specimens were preserved in 10% formalin and
      polyvinyl alcohol (PVA) and examined, as wet mounts and stained with Wheatley's
      Trichrome, Weber, modified acid-fast and hot safranin stains. One hundred
      patients were examined, in 30 of them parasites were detected. The most common
      organism identified was Cryptosporidium parvum, in specimens of five patients,
      followed by Entamoeba histolytica/E. dispar in four patients. The recently
      described "emerging parasites" were detected. Helminth eggs were found in two
      patients only. HIV status was not known for most of the patients, and the
      parasites commonly proliferate in the immuno-compromised individuals were not
      frequently found.
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TI  - Absence of the G1528C (E474Q) mutation in the alpha-subunit of the mitochondrial 
      trifunctional protein in women with acute fatty liver of pregnancy.
PG  - 658-61
AB  - Acute fatty liver of pregnancy (AFLP) is a rare and dreaded complication of
      pregnancy, almost exclusively seen in the third trimester. The histopathologic
      features of AFLP closely resemble those seen in metabolic disorders characterized
      by deficiency of fatty acid oxidative enzymes. Several reports have established a
      strong association between AFLP in the mother and fetal deficiency of the enzyme 
      long-chain L-3-hydroxyacyl-CoA dehydrogenase (LCHAD). However, these studies have
      an inevitable selection bias resulting from ascertainment through an affected
      infant, rather than an unselected population of patients with AFLP. We
      retrospectively examined a series of 10 women with pregnancies complicated by
      AFLP to determine the prevalence of the common LCHAD mutation (G1528C) in this
      population. The existing LCHAD primers, which produce a 640-bp amplicon (IJlst L,
      Ruiter JP, Hoovers JM, Jakobs ME, Wanders RJ: J Clin Invest 98:1028-1033, 1996), 
      were modified to make them amenable to analysis of fragmented DNA obtained from
      microdissected formalin-fixed material. None of the patients were found to harbor
      the common G1528C mutation. It is likely that AFLP arising in the context of
      fetal LCHAD deficiency represents only one of the possible etiologies for this
      uncommon disorder, and the metabolic basis of AFLP is more heterogeneous than
      previously believed.
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TI  - Morphometrically observable aging changes in the human tongue.
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AB  - Like the outside parts of the nose and the ear but unlike most other organs, the 
      tongue continues to grow at advanced age. Therefore, internal morphological aging
      processes must also proceed in a specific way. We used sectioned specimens of the
      radix linguae from 111 humans. The specimens were fixed in 4% formalin solution, 
      embedded in paraffin, then cut at a thickness of 5 microm and stained with
      hematoxylin-eosin. The structures of interest were measured with an automatic
      image analyzing system (SIS, Munster, Germany). The statistical analysis package 
      SPSS was used for correlation and regression analysis and testing of the
      resulting coefficients. The mean cross-sectional area of the muscle fibers
      increases sharply during youth, but remains at a high level into old age. After
      the age of seventy, it increases again. With muscles of the locomotor apparatus, 
      this same parameter decreases after the fifth decade. We have demonstrated the
      process of adipose tissue formation in muscles and serous glands. Gender
      differences in the aging process could be clearly shown. Numerous oncocytes were 
      visible in ducts from elder persons.
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TI  - Lung pathology in premature infants with Ureaplasma urealyticum infection.
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AB  - Respiratory tract colonization with Ureaplasma urealyticum in preterm infants has
      been associated with a higher incidence of pneumonia, severe respiratory failure,
      bronchopulmonary dysplasia (BPD), and death. In this report, we characterize the 
      lung pathology and expression of tumor necrosis factor-alpha (TNF-alpha)
      associated with U. urealyticum pneumonia in very low-birth weight infants (VLBW; 
      < or =1500 g). Lung pathology of archived autopsy specimens was retrospectively
      reviewed in three groups of VLBW infants: 5 gestational controls who died from
      nonpulmonary causes, 13 infants with pneumonia who were culture and/or PCR
      negative for U. urealyticum, and 5 infants with pulmonary disease and positive
      for U. urealyticum by tracheal aspirate and/or lung tissue culture or polymerase 
      chain reaction (PCR). Presence and extent of alveolar macrophages and
      neutrophils, as well as interstitial lymphocytic infiltration and fibrosis were
      evaluated. PCR was performed on formalin-fixed, paraffin-embedded lung sections. 
      Additional sections were immunostained for TNF-alpha. The peripheral total white 
      blood cell counts and absolute neutrophil counts were three-fold higher in
      infants with U. urealyticum pneumonia than cell counts in infants infected with
      other organisms. There was a trend toward a predominance of neutrophils in
      alveoli of non- Ureaplasma pneumonia infants, but a trend toward a predominance
      of alveolar macrophages in U. urealyticum-infected infants. The most striking
      finding was the presence of increased interstitial fibrosis in all
      Ureaplasma-infected infants. TNF-alpha immunoreactive cell density was very low
      in the gestational controls, but increased in both pneumonia groups. We conclude 
      that persistent lung U. urealyticum infection may contribute to chronic
      inflammation and early fibrosis in the preterm lung.
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TI  - Assessment of Epstein-Barr virus association with pediatric non-hodgkin lymphoma 
      in immunocompetent and in immunocompromised patients in Argentina.
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AB  - CONTEXT: Epstein-Barr virus (EBV) has been classically associated with 3
      malignancies, Burkitt lymphoma, B-cell lymphoproliferative syndromes, and
      nasopharyngeal carcinoma, and more recently with Hodgkin disease, T-cell
      lymphomas, and gastric and breast carcinomas, as well as with leiomyosarcoma and 
      leiomyoma associated with immunosuppression. OBJECTIVE: To compare EBV expression
      in Argentine tumor samples with those reported elsewhere, we analyzed EBV
      expression in an Argentine pediatric population with non-Hodgkin lymphoma and
      correlated these results with clinical course and outcome. METHODS: We studied
      EBV presence by latent membrane protein-1 protein labeling by
      immunohistochemistry, by in situ hybridization, and by polymerase chain reaction 
      for Epstein-Barr-encoded RNAs (EBERs) in formalin-fixed and paraffin-embedded
      non-Hodgkin lymphoma tissue samples (collected retrospectively) from 32 pediatric
      patients at Ricardo Gutierrez Children's Hospital from 1993 to 2000. RESULTS:
      Eight out of the 32 (25%) non-Hodgkin lymphoma cases showed latent membrane
      protein-1 and EBERs by in situ hybridization positive staining in tumor cells.
      Among EBERs and latent membrane protein-1-positive cases, there were 5
      immunocompromised patients, with either human immunodeficiency virus infection or
      primary immunodeficiency. The EBERs in situ hybridization results were confirmed 
      by EBERs polymerase chain reaction in good-quality DNA from 11 samples, with 3
      proving positive and 8 negative. CONCLUSIONS: The association of EBV with
      non-Hodgkin lymphoma in the Argentine pediatric population was low (25%), and
      this figure rose to 100% when only the immunocompromised patients subgroup was
      considered, confirming that the virus is probably a cofactor in the
      lymphomagenesis of some but not all pediatric non-Hodgkin lymphoma. So far, no
      differences in clinical outcome are discernible between EBV-positive and
      EBV-negative non-Hodgkin lymphoma patients.
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TI  - Use of live and inactivated vaccines in the control of West Nile fever in
      domestic geese.
PG  - 255-61
AB  - The recent epizootic of West Nile fever in Israel affected predominantly young
      domestic geese between three and eight weeks old. Clinically, the birds presented
      paralytic signs while morbidity and mortality were severe in affected flocks. The
      condition was encountered from early September through late November on goose
      farms located throughout the country. Losses incurred by goose flocks were
      sufficiently great as to warrant investigation of ways to protect young geese
      against the neurological form of the disease. We have conducted a series of
      vaccination trials in which three-week old geese were immunized with an
      attenuated, commercial flavivirus vaccine derived from Israel turkey
      meningoencephalitis virus (TME). Birds were challenged two weeks later with a low
      Vero cell passage of West Nile virus by the intracerebral route. In a second
      group of experiments, inactivated and live TME vaccines were given in tandem at
      an interval of two weeks and challenged two weeks later. The third vaccination
      trial was based on West Nile virus (WNV) harvested from infant mouse brain,
      inactivated with formalin and oil adjuvanted. A single injection given either
      subcutaneously or intramuscularly resulted in 75% protection of the vaccinated
      groups, while two injections spaced two weeks apart resulted in 94% protection.
      Groups of geese, vaccinated at the farms and challenged under controlled
      conditions in the laboratory, showed levels of protection ranging from 39% to 72%
      for TME vaccine and 52% and 80% for WNV vaccine. The lower levels of protection
      are attributable to flocks being affected with intercurrent infections at the
      time of vaccination.
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TI  - Sudden death of an infant with 'an early epileptic encephalopathy'.
PG  - 62-7
AB  - This article reports an autopsy case of sudden death of an infant with an
      infrequent encephalopathy involving epileptic episodes. The infant was a 1-year
      and 10-month-old boy, who had a history of the first convulsive seizures in the
      third month after birth. The clinical diagnosis was described as 'an early
      infantile epileptic encephalopathy with suppression-bursts' (Ohtahara syndrome). 
      On a winter day, he was collapsed following a high fever and was already dead on 
      the arrival at a hospital. The body was small for the age and poorly nourished.
      The autopsy and postmortem magnetic resonance imaging scan (MRI) of
      formalin-fixed brain revealed advanced unsymmetric brain atrophy with cortical
      dysplasia, which were prominent in the left temporal and right occipital lobes,
      and sclerotic atrophy of the parahippocampal gyri, additionally showing a feature
      of the olivo-ponto-cerebellar atrophy. However, the cause of death was
      pathologically and microbiologically determined as bacterial bronchopneumonia
      following pulmonary infection of the influenza A virus. In sudden death cases of 
      physically handicapped infants, the investigation of viral infection in
      consideration of an epidemiological survey is important even when the death can
      be pathomorphologically explained.
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TI  - Differential expression of the heat shock protein 70 in the histological
      compartments of nephroblastomas.
PG  - 2915-20
AB  - Nephroblastomas (Wilms' tumors) are curable with survival rates above 80%.
      Nevertheless, some tumors fail to respond to therapy and those patients have a
      poor prognosis. Prognostic factors for nephroblastomas have still not been
      satisfactorily explored. In an effort to unravel molecular markers for
      non-responding nephroblastomas, we investigated by means of immunohistochemistty 
      the expression of heat-shock protein 70 (HSP70) in formalin-fixed and
      paraffin-embedded tissue samples from 32 children afflicted with nephroblastoma. 
      The results were validated using real-time RT-PCR. HSP70 expression was confined 
      to blastemal and epithelial components, while the tumor stroma was negative.
      HSP70 expression was greater, if the tumors had been chemotherapeutically treated
      prior to operation, indicating that cytostatic drugs induce HSP70. Furthermore,
      high HSP70 expression was confined to tumors from children who survived, whereas 
      tumors from dead patients were negative or weakly-positive for HSP70. Though the 
      number of cases analyzed was small, they provide an indication that HSP70
      expression may be of prognostic value.
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TI  - Cyclospora cayetanensis infections among diarrheal patients from Venezuela.
PG  - 351-4
AB  - The prevalence and importance of Cyclospora cayetanensis as an enteropathogen
      among 71 patients (22-45 years old) with acquired immunodeficiency syndrome
      (AIDS) and 132 children with diarrhea (0-12 years old) from Venezuela was
      assessed retrospectively. Two to three stool samples from each patient attending 
      our parasitology laboratory for parasitologic and medical assistance were
      examined. For identification of the coccidium, modified Ziehl-Neelsen
      carbolfuchsin staining of formalin-ether stool concentrates was used, and for
      other intestinal parasites, iron-hematoxylin-stained smears and formalin-ether
      concentrates were examined. Cyclospora oocysts were found in seven (9.8%) of 71
      AIDS patients and seven (5.3%) of 132 children with diarrhea. Other pathogenic
      parasites were present in most of the patients (9 of 14, 64.3%) shedding oocysts.
      Cyclosporiasis predominated in children 2-5 years of age with respect to those < 
      or = one year of age (P < 0.05). The findings suggest that C. cayetanensis is
      common in diarrheal patients from Venezuela. However, the role of the parasite as
      the causal agent of diarrhea in these patients is uncertain.
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TI  - Outcome of formocresol/ZOE sub-base pulpotomies utilizing alternative
      radiographic success criteria.
PG  - 331-6
AB  - PURPOSE: The purposes of this investigation were to 1) measure success of a
      primary tooth pulpotomy technique that applies formocresol in the sub-base
      without the common five-minute application of a formocresol impregnated cotton
      pellet; and 2) compare success rates of the pulpotomy procedure using traditional
      criteria found throughout the literature with new criteria recently established, 
      excluding internal resorption as a radiographic failure. METHODS: Clinical and
      radiographic data were collected from a retrospective chart review of patients
      receiving formocresol pulpotomies with the application of formocresol in the zinc
      oxide-eugenol sub-base. RESULTS: Clinical and radiographic data were available
      for 196 primary molars in 122 children (followup=six to 103 months; mean=49
      months). Traditional assessment of radiographic success and failure yielded a
      success rate of 79%. Alternative assessment excluding internal resorption as a
      failure yielded a 99% success rate. Most frequently observed pulpal responses
      were calcific metamorphosis and internal resorption. Overall clinical success was
      99%. Two of the 196 teeth were extracted due to failure. A survival analysis
      demonstrated that the overall probability of survival remained high over time
      with a cumulative survival of over 95% after six years. CONCLUSIONS: The overall 
      success rates in this study indicate that the formocresol pulpotomy technique
      incorporating formocresol in the zinc oxide-eugenol sub-base is a very successful
      treatment modality for primary molars requiring pulp therapy.
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TI  - Antineuronal nuclei immunohistochemical staining patterns in childhood
      ependymomas.
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AB  - NeuN, the mouse-derived monoclonal antibody to the reportedly neuron-specific
      nuclear protein, has been observed to react with many different types of normal, 
      postmitotic neurons throughout the central and peripheral nervous systems. We
      retrospectively examined 23 surgical specimens (collected from 20 patients)
      originally diagnosed at our institution between 1983 and 1999 as ependymoma (9), 
      myxopapillary ependymoma (1), anaplastic/malignant ependymoma (10), and primitive
      neuroectodermal tumor with ependymal differentiation (3). The ependymomas
      included lesions from the spine (3), cerebrum (5), and posterior fossa (15).
      Representative formalin-fixed, paraffin-embedded sections from each tumor were
      subjected to immunohistochemical staining with antibody against NeuN (Chemicon
      International, Inc, Temecula, CA). Five astrocytomas, four primitive
      neuroectodermal tumors, and normal cerebral cortex and ependyma from autopsy
      brains of premature newborns, term infants, and older children served as
      controls. Thirteen ependymal tumors had positive nuclear staining ranging from
      rare tumor cells to numerous groups of cells; of these, 9 were anaplastic
      ependymomas and had the most staining. These studies suggest that some
      ependymomas arise from a pluripotential neuroglial cell.
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TI  - Duplication dup(1)(q32q44) detected by comparative genomic hybridization (CGH):
      further delineation of trisomies 1q.
PG  - 265-73
AB  - Partial trisomy 1q is rare and mostly the result of an abnormal segregation of
      parental translocation chromosomes and their homologues. Only 31 cases have been 
      described with pure partial trisomy 1q. In the fetus presented, chromosome
      analysis after amniocentesis had shown an unbalanced male karyotype with an
      aberrant chromosome 1. A de novo terminal duplication of the long arm was
      suspected but could not be verified by FISH in 1994. Five years after fetal
      death, retrospective identification of the additional material in 1q could
      finally be achieved by comparative genomic hybridization (CGH) using DNA
      extracted from formalin-fixed and paraffin-embedded fetal tissues. A direct
      duplication dir dup (1)(pter-->q44::q32.1-->qter) was found. Only 6 other
      individuals with duplication of this segment have been described so far.
      Comparative delineation of a dup1q phenotype with regard to size and origin of
      the dup (1q) segment evidenced that large duplications as well as proximal and
      interstitial duplications coincide with more severe visceral malformations,
      severe mental retar- dation and a short life span. Terminal duplications
      (1q32-->qter) concur with less severe malformations and longer periods of
      survival, but marked mental retardation. With small terminal duplications
      (1q42-->qter) dysmorphisms are usually mild and intellectual performance is
      mostly in the normal range.
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TI  - A review of adverse pregnancy outcomes and formaldehyde exposure in human and
      animal studies.
PG  - 17-34
AB  - We examine the potential for reproductive and developmental effects from
      formaldehyde exposure. Formaldehyde is unlikely to reach the reproductive system 
      in humans in concentrations sufficient to cause damage since it is rapidly
      metabolized and detoxified upon contact with the respiratory tract. While there
      are effects seen in in vitro studies or after injection, there is little evidence
      of reproductive or developmental toxicity in animal studies under exposure levels
      and routes relevant to humans. Most of the epidemiology studies examined
      spontaneous abortion and showed some evidence of increased risk (meta-relative
      risk=1.4, 95% CI 0.9-2.1). We found evidence of reporting biases and publication 
      biases among the epidemiology studies and when these biases were taken into
      account, we found no evidence of increased risk of spontaneous abortion among
      workers exposed to formaldehyde (meta-relative risk=0.7, 95% CI 0.5-1.0). The
      small number of studies on birth defects, low birth weight, and infertility among
      formaldehyde workers; the limitations in the design of these studies; and the
      inconsistent findings across these studies make it difficult to draw conclusions 
      from the epidemiology data alone. However, information from experimental studies 
      and studies of metabolism indicate reproductive impacts are unlikely at
      formaldehyde exposures levels observed in the epidemiology studies.
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TI  - Cyclospora cayetanensis in three populations at risk in Guatemala.
PG  - 2951-3
AB  - In 1996 and 1997, outbreaks of Cyclospora cayetanensis in North America were
      linked to Guatemalan raspberries. From April 1999 to April 2000, we undertook a
      survey for C. cayetanensis in raspberry farm workers, malnourished children, and 
      human immunodeficiency virus and AIDS patients in Guatemala. Stool samples were
      analyzed using ethylacetate-formalin concentration, wet preparation, modified
      acid-fast staining method, and epifluorescence. Oocysts were found in 1.5% of the
      subjects, none of whom were raspberry farm workers.
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TI  - Association of porcine circovirus 2 with reproductive failure in pigs: a
      retrospective study, 1995-1998.
PG  - 548-50
AB  - In order to determine if vertically transmitted porcine circovirus (PCV) has
      played a role in reproductive failure in pigs in areas of endemic infection,
      archival fixed tissues were examined by polymerase chain reaction (PCR) and
      immunohistochemistry. Tissues tested were from routine cases of abortion or
      reproductive failure submitted between 1995 and 1998 to the diagnostic laboratory
      at the Western College of Veterinary Medicine, Saskatoon. They originated from 29
      high-health herds in the provinces of Alberta and Saskatchewan and comprised a
      total of 36 individual submissions. Porcine circovirus type 1 (PCV1) was not
      detected by PCR in any submitted tissues. Porcine circovirus type 2 (PCV2) was
      not detected by PCR or immunohistochemistry in any of the submitted tissue. The
      effect of extended formalin fixation on the detection of PCV2 by PCR was assessed
      and fixation for up to one week had no gross effect on sensitivity of detection
      using this PCR technique. Failure to detect porcine circoviruses in cases of
      reproductive failure prior to 1999 in areas of endemic infections, suggests that 
      reproductive disease may be a new clinical manifestation of PCV2 infection, and
      that vertical transmission may not have been the primary mechanism of initial
      dissemination of the virus in the pig population.
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TI  - Alternative method of hemorrhage control in full strength formocresol pulpotomy.
PG  - 217-22
AB  - PURPOSE: This investigation evaluated the success of a formocresol pulpotomy
      technique in which hemostasis was obtained with the same formocresol dampened
      cotton pellet used to medicate the root pulp stumps and to compare the findings
      of this investigation with data of published formocresol pulpotomy studies in
      which hemorrhage was controlled by traditional means. METHODS: Clinical and
      radiographic data were available for 194 primary molars in 112 patients with
      follow up times ranging from 5 to 109 months (mean = 38 months). RESULTS: Overall
      radiographic success was 87%. The most frequently observed pulpal responses were 
      calcific metamorphosis (34%) and internal resorption (10%). Overall clinical
      success was 98%. Only 7 of 194 molars were extracted due to radiographic and/or
      clinical failure. Overall cumulative probability of survival remained high over
      time with a cumulative survival rate of over 94% over 4 years. CONCLUSIONS: The
      success rates for this variation of the formocresol technique are comparable to
      those success rates in the literature where hemostasis was obtained in a separate
      step using a nonmedicated cotton pellet. The results of this study suggest that
      using the same cotton pellet dampened with full strength formocresol to obtain
      hemorrhage control and medicate the root pulp is an acceptable variation of the
      traditional formocresol pulpotomy technique.
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TI  - Ovine Echinococcus granulosus transmission dynamics in the province of Rio Negro,
      Argentina, 1980-1999.
PG  - 263-72
AB  - In this work, the impact of a hydatidosis control programme for dogs on the
      intermediate ovine host was specifically analysed to determine the levels of
      prevalence achieved and the dynamics of parasite transmission, as well as to
      evaluate the quality of diagnostic systems in slaughterhouses. A field study was 
      conducted in four slaughterhouses (Valcheta, Los Menucos, Jacobacci, Bariloche)
      that process animals coming from all the departments within the work area. The
      control programme for dogs entailed treating dogs with 5 mg/kg praziquantel at
      2-month intervals for 20 years. Sample size was determined with a 10% error
      margin and a 95% significance level. Harvested viscera (liver, lungs, kidneys)
      were preserved in 5% formaldehyde and sent to the laboratory for diagnostic
      confirmation of both positive and negative specimens. The 61% initial prevalence 
      dropped to 18.3% at the end of the 10-year period, observed differences proving
      significant (Chi-square=15.454, P=0.00). There were statistically significant
      increases in infection prevalence with age (Pearson's Chi-square=133.61, P=0.00).
      Overall, 37.2% of hydatidosis cases diagnosed in slaughterhouses were considered 
      non-hydatid by histological study. On the other hand, 1.1% of those diagnosed as 
      healthy were found to be infected with hydatidosis. The number of hydatid cysts
      per animal increased with age: 0.04 in lambs and 1.22 in adults (linear
      regression equation, -0.0539+0.0127 x age), whereas the average for the whole
      period was 3.7% in lambs and 20.5% in adults. Viability studies indicated that
      63.8% of parasitised animals had viable cysts, out of which 53.3% were fertile.
      Diagnosis of infection in sheep made by means of an adjusted statistical design
      and with histological confirmation of the presumptive diagnosis made in
      slaughterhouses demonstrated the flaws of the official systems for epidemic
      surveillance of hydatidosis. However, there was no overall significant difference
      in slaughterhouse and laboratory data.Ro was 0.53 and could imply a decrease in
      reproductive capacity of the parasite and steady state extinction.
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TI  - Epstein-Barr virus infection, drug resistance and prognosis in Korean T- and
      NK-cell lymphomas.
PG  - 355-63
AB  - T-cell lymphomas are a biologically heterogeneous group of diseases with varying 
      clinical presentations and outcomes. We tried to understand the effect of
      Epstein-Barr virus (EBV) on lymphogenesis, prognostic factors and drug resistance
      of T-cell lymphomas, and to establish their relationship with international
      prognostic factors. Formalin-fixed paraffin-embedded tissue sections from 35
      patients (12 women and 23 men) with T-cell lymphomas were examined to detect the 
      presence of EBV using RNA in situ hybridization for EBV-encoded small nuclear RNA
      (EBER) 1/2 and immunohistochemical stain for latent membrane protein (LMP)-1. We 
      also tried to establish the expression of p53 and P-glycoprotein (P-gp) using
      immunohistochemistry. The distribution according to the subgroup was: two
      T-lymphoblastic lymphomas, 13 NK/T-cell lymphomas, one angioimmunoblastic T-cell 
      lymphoma, 17 peripheral T-cell lymphomas, unspecified, and two anaplastic large
      cell lymphomas. The EBER was detected in 15 of 35 T-cell lymphomas (42.9%) and
      among these it was detected in five of 17 nodal lymphomas (29.4%) and 10 of 18
      extranodal lymphomas (55.6%). There was close correlation between EBER positivity
      and NK/T-cell lymphoma (P = 0.032). Expression of LMP was found in a proportion
      of tumor cells in seven of the 15 EBER-positive cases (46.7%). There was no
      correlation between EBER expression and complete response (CR rate), but
      coexpression of EBER and p53 was associated with treatment failure (P = 0.047).
      The 18 patients (51.4%) with p53 expression had significantly poorer outcomes
      compared with the 17 patients without p53 expression (CR rate, P < 0.0005;
      overall survival, P = 0.0102). Twenty of 35 patients (57.1%) were positive for
      P-gp expression. P-gp expression was significantly associated with treatment
      failure (P = 0.001) and overall survival (P = 0.0089). Seventeen of 35 patients
      (48.6%) treated with systemic chemotherapy or radiation therapy achieved a CR
      after initial treatment. When the prognostic factors were grouped using the
      international prognostic index, the CR rate was 58.8% for the low risk group,
      50.0% for the low-intermediate risk group, 14.3% for the high-intermediate risk
      group, and 0% for the high risk group. In conclusion, high incidence of EBV was
      detected among Korean patients with T-cell lymphomas. Our study supports the
      prediction that patients who express p53 and P-gp have a poorer prognosis than
      those who do not and this should be considered when treatment strategies for
      individual patients are selected.
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TI  - High microvessel density in primitive neuroectodermal brain tumors of childhood.
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AB  - Microvessel density (MVD), a measure of tumor angiogenesis, has been shown to
      correlate significantly with overall and progression-free survival outcomes in
      various cancers including astrocytic brain tumors. To assess if the MVD is an
      independent prognostic factor in primitive neuroectodermal tumors (PNET) of the
      central nervous system, formalin-fixed paraffin-embedded tumor sections of 78
      children with PNET were studied by CD34 immunohistochemistry to highlight
      endothelial cells. Microvessel density was determined in the most active area of 
      neovascularization according to well-established methods. While it was shown that
      MVD showed considerable inter-tumor variability (median 75; range 20-345
      microvessels per 0.7 mm2 field), no significant associations were found between
      MVD and metastasis or survival outcomes. We conclude that many PNETs are highly
      vascular CNS tumors, indicating potent angiogenic activity. Therefore, these
      tumors would be good candidates for antiangiogenic strategies. However, MVD
      determined in the most active area of neovascularization is not a predictor of
      metastatic potential or survival outcomes in childhood PNET.
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TI  - [Evaluation of environmental medicine documentation in Schleswig-Holstein
      1995-1999].
PG  - 231-7
AB  - Physicians qualified in environmentally related disorders due to their
      participation in special training courses in the Federal State of
      Schleswig-Holstein (Germany) used a standardised questionnaire to report on their
      environmental medicine related cases. The course of the illness, if known, has
      been documented on a separate data sheet. During the period from 1995-1999 916
      cases and 508 courses of illness were assessed. The environmental
      factors/toxicants of exposure most frequently documented by the 85 participating 
      physicians and found to be related to symptoms of illness were biocides (mainly
      insecticides used indoors for pest control (32%), moulds (27%), dental amalgam
      (22%), solvents/volatile organic compounds (21%) and formaldehyde (16%),
      respectively. In 42% of the documented cases an exposure to more than one
      environmental factor/toxicant was registered. Age distribution, gender, location 
      of exposure as well as the symptoms of illness of the patients were found to be
      dependent on the type of exposure. Cessation of exposure to harmful
      substances/environments was achieved in 54% of those cases where information
      regarding the course of the illness was given. In 65% of these cases recovery was
      reported and 30% recovered partially. In those cases where a cessation of
      exposure could not be achieved or was not complete, no or only partial recovery
      was mostly reported. From these results it may be concluded that research work on
      environmentally related disorders should be enforced in order to prevent
      unnecessary illness and to lower the public health system expenditure.
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TI  - Transverse uterine incision non-closure versus closure: an experimental study in 
      sheep.
PG  - 813-7
AB  - SUBJECT: This study was designed to investigate whether the non-closure of the
      layers of the uterus during low transverse cesarean section would result in
      healing and have advantage on closure. MATERIAL AND METHOD: Thirty pregnant ewes 
      randomly divided into two groups. Each group included 15 ewes. Each ewe was
      anesthetized at para-vertebral region with the injection of 20 ml Prilocine 2%.
      Following left transverse abdominal incision, a transverse incision was made on
      the uterus and lambs were delivered. In the first group, uterine incision line
      was left open. In the second group, uterine incision line was sutured with no. 1 
      Chromic catgut by Schimiden technique. In both groups, all layers of abdominal
      wall except skin were sutured as en-bloc with Vicryl no. 2, by continuous suture 
      technique. Skin was sutured with no. 00 silk interrupted sutures. The ewes were
      slaughtered four months after cesarean section. A coworker was asked to open the 
      abdominal cavities, and score the intra-abdominal adhesions. Tissues taken from
      incision line of each uterus were fixed in 10% neutral buffered-formalin and were
      embedded in paraffin-block. Sections were cut and stained with hematoxylin-eosin.
      A pathologist, who knew nothing about the study, evaluated all sections, and
      reported the findings. Student's t test was used for comparison of mean ewe age, 
      gestational age, and mean operation time of the two groups. Z test was used for
      comparing the ratio of the two groups by means of histopathological findings.
      RESULTS: No cervical dilatation and delivery of the placenta were seen during the
      four week follow up period. The average operating time was significantly less for
      the non-closure group (48.07 +/- 3.83 minutes) than for the closure group (62.53 
      +/- 6.57 minutes; p = 0.001). The ranges of myometrial necrosis (100% versus
      13.3%; p = 0.001) and endometriosis (53.3% versus 00.0%; p = 0.001) were
      significantly higher for closure group than for non-closure group. CONCLUSION: It
      was found that non-closure layers of the uterus along low transverse cesarean
      incision proves to have no adverse effect on immediate and late postoperative
      period in ewes. Our data showed that non-closure of all layers of the uterus
      results in significantly less muscular necrosis and endometriosis than closure
      group. We suggest that lower uterine incision can be left unclosed or, at least, 
      simple closure can be preferable instead of vigorous locking technique.
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TI  - A nationwide survey of the prevalence of human Gymnophalloides seoi infection on 
      western and southern coastal islands in the Republic of Korea.
PG  - 23-30
AB  - A nationwide survey was performed to know the distribution and prevalence of
      human Gymnophalloides seoi infection on western and southern coastal islands in
      the Republic of Korea. A total of 4,178 fecal specimens were collected from
      residents on 45 (24 western and 21 southern) islands, and examined by Kato-Katz
      and formalin-ether sedimentation techniques. Eggs of G. seoi were detected from
      160 (3.8%) people living on 22 (13 western and 9 southern) islands. The
      prevalence varied by the location of islands; higher on western islands than on
      southern islands. The highest prevalence was found on Amtaedo (25.3%), followed
      by Cheungdo (25.0%), and Anchwado (20.9%) (Shinan-gun). A little lower prevalence
      was observed on Munyodo (13.3%), Shinshido (12.9%), and Sonyudo (10.3%)
      (Kunsan-shi). Of the remaining islands, the regions showing the prevalence
      greater than 5% included Kohado, Dallido (Mokpo-shi), Pyeongildo, Kogumdo
      (Wando-gun), and Keogumdo (Kohung-gun). A strong age predilection was noted (p < 
      0.05); 95% of the infected people were over 40 years old. Females showed a little
      higher prevalence than males. The results indicate that human G. seoi infection
      is more widely distributed than previously considered. Nine of 11 islands
      (excluding the 2 known areas Munyodo and Sunyudo) that showed greater prevalence 
      than 5% are regarded as new endemic foci of G. seoi.
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TI  - Differential expression of the drug resistance markers DNA topoisomerase II alpha
      and glutathione S-transferase-pi in the histological compartments of Wilms'
      tumors.
PG  - 771-6
AB  - More than 80% of the patients presenting with Wilms' tumor can be cured today.
      Some patients, however, fail to respond to chemotherapy. The objective of this
      study was to analyze the immunohistochemical distribution of two markers of
      cytostatic drug resistance, e.g. DNA topoisomerase II alpha (Topo II alpha) and
      glutathione S-transferase-pi (GST-pi) in 23 Wilms' tumor patients who had
      undergone an operation between 1984 and 1997. Eight patients had stage I disease,
      seven stage II, three stage III, four stage IV, and one stage V disease. Five
      tumors showed high malignancy histology. Investigations were carried out on
      formalin-fixed and paraffin-embedded tissue sections using the indirect
      immunoperoxidase method. Topo II alpha was predominantly present in the
      epithelial components of the specimens. It was more frequently found in
      anaplastic tumors. There was no difference in the presence of Topo II alpha in
      the epithelial components between specimens derived from treated and untreated
      patients. Topo II alpha was, however, less expressed in the blastemal and stromal
      elements of specimens after preoperative treatment. If GST-pi was present, it was
      confined to the epithelial components except for one case. While no expression of
      GST-pi was found in preoperatively untreated Wilms' tumors, it was present in
      epithelial compartments in 57% of tumors after chemotherapy. In conclusion,
      preoperative chemotherapy led to compartment-specific alterations in the
      expression levels of both markers indicating a contribution to treatment response
      of Wilms' tumors.
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TI  - Nitric oxide synthase is absent in only a subset of cases of pyloric stenosis.
PG  - 616-9
AB  - PURPOSE: The aim of this study was to study nitric oxide synthase (NOS)
      immunohistochemistry in the pyloric muscle and establish the role of nitric oxide
      in pyloric stenosis. METHODS: Pyloric muscle biopsy specimens were obtained from 
      20 patients with pyloric stenosis during pyloromyotomy. Ten control specimens
      without pyloric disease were obtained from autopsy performed less than 4 hours
      after death on age-matched babies who died of other causes. Tissues were fixed in
      4% paraformaldehyde immediately. A monoclonal antibody against the neuronal form 
      of NOS (bNOS) was used for immunohistochemistry. RESULTS: Immunohistochemistry
      showed activity of bNOS in the control specimens and some pyloric stenosis
      specimens. This shows that NOS is present in the pylorus in normal cases as well 
      as in a few cases of pyloric stenosis. CONCLUSIONS: NOS deficiency leading to
      lack of locally available nitric oxide causes a failure of smooth muscle
      relaxation. This may account for the cause of pyloric stenosis in infants.
      However, this study shows that this is true probably only in a subset of cases.
      The etiology of pyloric stenosis may still be multifactorial. Further
      investigations are required regarding the etiology of pyloric stenosis. J Pediatr
      Surg 36:616-619.
CI  - Copyright 2001 by W.B. Saunders Company.
AD  - Department of Paediatric Surgery and Pathology, Booth Hall Children's Hospital,
      Blackley, Manchester, England.
FAU - Subramaniam, R
AU  - Subramaniam R
FAU - Doig, C M
AU  - Doig CM
FAU - Moore, L
AU  - Moore L
LA  - eng
PT  - Comparative Study
PT  - Journal Article
PL  - United States
TA  - J Pediatr Surg
JT  - Journal of pediatric surgery
JID - 0052631
RN  - EC 1.14.13.39 (Nitric Oxide Synthase)
SB  - IM
MH  - Biopsy, Needle
MH  - Child, Preschool
MH  - Culture Techniques
MH  - Female
MH  - Humans
MH  - Immunohistochemistry
MH  - Infant
MH  - Male
MH  - Muscle Contraction/physiology
MH  - Muscle Relaxation/physiology
MH  - Nitric Oxide Synthase/*analysis
MH  - Prospective Studies
MH  - Pyloric Stenosis/*enzymology/*pathology
MH  - Reference Values
MH  - Sensitivity and Specificity
EDAT- 2001/04/03 10:00
MHDA- 2001/09/13 10:01
CRDT- 2001/04/03 10:00
AID - S0022-3468(01)62348-0 [pii]
AID - 10.1053/jpsu.2001.22301 [doi]
PST - ppublish
SO  - J Pediatr Surg. 2001 Apr;36(4):616-9.

PMID- 11277652
OWN - NLM
STAT- MEDLINE
DA  - 20010330
DCOM- 20010426
LR  - 20041117
IS  - 0090-8258 (Print)
IS  - 0090-8258 (Linking)
VI  - 81
IP  - 1
DP  - 2001 Apr
TI  - Flow cytometric and clinicopathologic study of complete hydatidiform moles with
      special reference to the significance of cytometric aneuploidy.
PG  - 67-70
AB  - OBJECTIVE: As complete hydatidiform moles (CMs) have been studied less with
      respect to aneuploidy and its clinical implications, the significance of
      cytometric aneuploidy in CMs was evaluated. METHODS: Two hundred thirty-nine CMs 
      were studied clinicopathologically and analyzed by flow cytometry using
      formalin-fixed paraffin-embedded tissues. RESULTS: Of 239 CMs, 182 were diploid, 
      30 were tetraploid, and 27 were aneuploid (nontriploid/tetraploid aneuploid).
      There were no significant histologic differences among the diploid, tetraploid,
      and aneuploid CMs. Persistent disease developed in 20 of 114 CMs (17.6%) (16 of
      77 diploid, 4 of 18 tetraploid, and none of 19 aneuploid CMs). Eight diploid and 
      three tetraploid CMs were invasive, and one patient each with diploid CM and
      tetraploid CM developed choriocarcinoma and none of 19 patients with aneuploid
      CMs had sequelae. CONCLUSION: These results suggest that aneuploid CMs are
      associated with less risk for persistent disease than diploid or tetraploid CMs. 
      DNA ploidy status may be an independent predictor of persistent disease.
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TI  - Congenital-infantile fibrosarcoma. A clinicopathologic study of 10 cases and
      molecular detection of the ETV6-NTRK3 fusion transcripts using paraffin-embedded 
      tissues.
PG  - 348-55
AB  - Congenital-infantile fibrosarcoma (CIFS) is a relatively indolent sarcoma that
      should be distinguished from more aggressive spindle cell sarcomas of childhood. 
      CIFSs have been found to have a novel recurrent reciprocal translocation
      t(12;15)(p13;q25) resulting in the gene fusion ETV6-NTRK3 (ETS variant gene 6;
      neurotrophic tyrosine kinase receptor type 3). We studied immunohistochemical
      expression of NTRK3, and conducted a reverse transcription-polymerase chain
      reaction (RT-PCR) assay to detect the ETV6-NTRK3 fusion transcripts using
      archival formalin-fixed paraffin-embedded tissues from 10 CIFSs. Thirty-eight
      other spindle cell tumors were included as controls. The ETV6-NTRK3 fusion
      transcripts were identified in 7 (70%) of 10 CIFSs. Nucleotide sequence analysis 
      showed that the fusion occurred between ETV6 exon 5 and NTRK3 exon 13. The 38
      control tumors were negative for the fusion transcript. Immunohistochemically,
      CIFSs consistently expressed NTRK3. But the expression of NTRK3 also was observed
      in 22 of 38 control tumors. These results show the diagnostic usefulness of
      RT-PCR methods to detect ETV6-NTRK3 fusion transcripts in archival formalin-fixed
      paraffin-embedded tissue and the important role of NTRK3 in the development of
      CIFS, despite its being a protein of little importance in differential diagnosis.
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TI  - Diagnosis of aneuploidy in archival, paraffin-embedded pregnancy-loss tissues by 
      comparative genomic hybridization.
PG  - 374-9
AB  - OBJECTIVE: To evaluate the detection of aneuploidy in archival tissues from
      miscarriages by a method that uses microdissection and DNA extraction of villus
      cells from paraffin blocks, followed by universal DNA amplification and
      comparative genomic hybridization (CGH). DESIGN: Retrospective analysis. SETTING:
      Academic medical center. PATIENT(S): Nine archival tissues from cases of
      spontaneous abortion with trisomy 16 (two cases), trisomy 21 (three cases),
      trisomy 22 (two cases), triploidy (one case), and monosomy X (one case).
      INTERVENTION(S): Villus DNA was extracted from microdissected, formalin-fixed,
      paraffin-embedded tissues. Aneuploidy was detected by CGH after universal
      amplification of the DNA with the use of degenerate oligonucleotide-primed
      polymerase chain reaction. MAIN OUTCOME MEASURE(S): Detection of aneuploidy in
      archival pregnancy-loss tissues using CGH. RESULT(S): In all nine cases, DNA was 
      successfully extracted from the microdissected tissues and was of sufficient
      quantity and quality for evaluation by CGH. In six of nine cases, the chromosomal
      abnormality detected by conventional cytogenetic analysis was identified by CGH: 
      trisomy 16 (2/2), trisomy 21 (3/3), and trisomy 22 (1/2). One case of each of the
      following was not detectable: triploidy (1/1), monosomy X (1/1), and trisomy 22
      (1/2). CONCLUSION(S): We propose CGH as a method for determination of aneuploidy 
      in pregnancy-loss archival tissues when conventional cytogenetic analysis is
      unsuccessful or when it was not performed when fresh tissue was available.
AD  - Department of Pathology, Abington Memorial Hospital, Abington, Pennsylvania, USA.
FAU - Bell, K A
AU  - Bell KA
FAU - Van Deerlin, P G
AU  - Van Deerlin PG
FAU - Feinberg, R F
AU  - Feinberg RF
FAU - du Manoir, S
AU  - du Manoir S
FAU - Haddad, B R
AU  - Haddad BR
LA  - eng
GR  - HD29729/HD/NICHD NIH HHS/United States
PT  - Journal Article
PT  - Research Support, U.S. Gov't, P.H.S.
PL  - United States
TA  - Fertil Steril
JT  - Fertility and sterility
JID - 0372772
RN  - 0 (Fluorescent Dyes)
RN  - 8002-74-2 (Paraffin)
RN  - 9007-49-2 (DNA)
SB  - IM
MH  - Abortion, Spontaneous/*genetics
MH  - *Aneuploidy
MH  - Archives
MH  - *Chromosome Aberrations
MH  - Chromosomes, Human, Pair 16
MH  - Chromosomes, Human, Pair 22
MH  - Cytogenetic Analysis
MH  - DNA/analysis/isolation & purification
MH  - Down Syndrome/genetics
MH  - Female
MH  - Fluorescent Dyes
MH  - Humans
MH  - Nucleic Acid Hybridization
MH  - Paraffin
MH  - Polymerase Chain Reaction
MH  - Pregnancy
MH  - Retrospective Studies
MH  - Tissue Embedding
MH  - Trisomy
MH  - X Chromosome
EDAT- 2001/02/15 11:00
MHDA- 2001/03/10 10:01
CRDT- 2001/02/15 11:00
AID - S0015-0282(00)01703-9 [pii]
PST - ppublish
SO  - Fertil Steril. 2001 Feb;75(2):374-9.

PMID- 11156787
OWN - NLM
STAT- MEDLINE
DA  - 20010222
DCOM- 20010503
LR  - 20080214
IS  - 0195-6108 (Print)
IS  - 0195-6108 (Linking)
VI  - 22
IP  - 2
DP  - 2001 Feb
TI  - Volumetric analysis of the germinal matrix and lateral ventricles performed using
      MR images of postmortem fetuses.
PG  - 382-8
AB  - BACKGROUND AND PURPOSE: The volumetric changes of the ventricular system and
      germinal matrix are important to understand brain maturation and the mechanism of
      subependymal hemorrhage. Our purpose was to show the 3D configuration of the
      brain, germinal matrix, and lateral ventricles and to discuss the volumetric
      changes of each structure with maturation by using high-resolution MR imaging.
      METHODS: Three-dimensional MR images of 13 formalin-fixed fetal brains ranging
      from 7 to 28 weeks' gestational age (GA) were obtained on a 4.7-T unit. Each 3D
      configuration of the brain surface, germinal matrix, and ventricles was rendered 
      from the cross-sectional imaging data sets and its volume measured. RESULTS: The 
      germinal matrix was detected on MR images at 9 weeks' GA. Its volume
      exponentially increased by 23 weeks' GA (maximum, 2346 mm3) and then sharply
      decreased at 28 weeks' GA. The volume of the lateral ventricles increased
      gradually and reached 2646 mm3 peak volume at 23 weeks' GA. Between 11 and 23
      weeks' GA, total brain and germinal matrix volumes were exponentially increasing,
      but the volume ratio of germinal matrix to brain was stable at about 5%. On the
      other hand, the volume ratio of lateral ventricles to brain was large between 10 
      and 13 weeks' GA. This period corresponded to the lateral ventricle showing a
      "vesicular" aspect with a thin mantle, and the developing mantle thickness of the
      hemisphere resulted in the decreasing ratio. CONCLUSION: Volumetric information
      concerning the germinal matrix and lateral ventricles may be useful in the
      accurate interpretation of clinical echograms and MR images of the fetal brain in
      utero.
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TI  - Retrospective diagnosis of trisomy 15 in formalin-fixed, paraffin-embedded
      placental tissue in a newborn girl with Prader-Willi syndrome.
PG  - 914-6
AB  - Paternal deletion of 15q11-q13 and maternal uniparental disomy (UPD) of
      chromosome 15 are the main causes of Prader-Willi syndrome (PWS). The finding of 
      an UPD(15) is associated with increased maternal age. We present a retrospective 
      diagnosis of a trisomy 15 mosaicism confined to the placenta (CPM) after birth of
      a girl with clinical features of PWS born to a 43-year-old mother. Chromosome
      analysis after amniocentesis, performed because of advanced maternal age, had
      shown a normal female karyotype. In peripheral blood cells molecular studies
      showed the absence of the paternal allele at the SNRPN locus and fluorescence in 
      situ hybridization (FISH) analysis excluded a deletion of the SNRPN locus on both
      chromosomes 15. Trisomic cells were detected by FISH on nuclei isolated from
      formalin-fixed, paraffin-embedded placental tissue using a DNA-probe specific for
      the centromeric region of chromosome 15.
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TI  - Primary graft failure : a clinicopathologic and molecular analysis.
PG  - 2083-90;discussion 2090-1
AB  - OBJECTIVE: Primary graft failure (PGF) corneal tissues were analyzed for herpes
      simplex virus (HSV) and varicella-zoster virus (VZV). DESIGN: Retrospective,
      noncomparative case series. MATERIALS: Formalin-fixed, paraffin-embedded tissue
      of 21 donor corneas and 14 recipient corneas of PGF cases, as well as 10 control 
      corneas. METHODS: Clinical, histologic, immunohistochemical, polymerase chain
      reaction (PCR), and, in selected cases, transmission electron microscopic
      characteristics were studied. MAIN OUTCOME MEASURES: Evidence of HSV or VZV in
      donor tissues. RESULTS: Median patient age was 65 years, and median donor age was
      48 years. Donor cornea parameters, including endothelial cell counts,
      death-to-preservation time, and time in storage, were generally within accepted
      standards. Stromal edema was found in all 21 donor corneas with PGF. Eighteen
      donor corneas demonstrated severely reduced or absent endothelium and mild to
      moderate lymphocytic infiltration without necrosis. Three donor corneas (14%) had
      necrotizing stromal keratitis (NSK) with keratic precipitates. Positive
      immunohistochemical staining of keratocytes for HSV was present in two of two
      donor corneas with NSK and was negative in 18 other donor corneas. Polymerase
      chain reaction analysis revealed the DNA of HSV type 1 (HSV1) in all donor
      corneas with NSK and in four donor corneas without NSK (33%). Recipient corneal
      tissue was negative for HSV1 DNA in three patients with NSK and positive in two
      of the four other PCR-positive patients. Transmission electron microscopy
      analysis showed viral particles in two donor corneas with NSK. Polymerase chain
      reaction analysis revealed no evidence of HSV type 2 or VZV in any cornea. All
      control corneas were negative for viral DNA. Sixteen corneas remained clear and
      two had failed after regraft for PGF, with a median follow-up of 3.6 years.
      CONCLUSIONS: Herpes simplex virus type 1 DNA was present in 33% of patients of
      PGF. Herpetic stromal keratitis was found in some failed corneas; the lack of HSV
      in the paired recipient suggests importation within the donor cornea. The overall
      prognosis for regrafting after PGF is good.
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TI  - Stereoscopic display of a three-dimensional image of the larynx using high-speed 
      helical scanning.
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AB  - To evaluate the usefulness of stereoscopic images of larynges using helical CT in
      stereo mode, a retrospective review of the characteristics of stereoscopic
      viewing of larynges was made. The subjects were 3 patients with laryngeal cancer,
      1 patient with laryngeal leiomyosarcoma and 1 patient with an advanced tongue
      carcinoma whose formalin-fixed larynx was extirpated. The larynges were scanned
      by high-speed helical CT using 1- to 2-mm slices. The reproduction of
      stereographic images was performed by the manipulation and rotation of
      three-dimensional structures around the y-axis on the computer display. The
      three-dimensional images of the complex structures, such as the arytenoid
      cartilage, aryepiglottic fold and pyriform sinus, were better observed by
      binocular images (stereograms) than by monocular images. Stereoscopic views of
      the larynx are useful in producing three-dimensional images of the unseen inner
      surface of the human body.
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TI  - Changes in porcine oocyte germinal vesicle development as follicles approach
      preovulatory maturity.
PG  - 389-99
AB  - This study was conducted to determine the distribution of oocytes in meiotic
      arrest as a function of follicle maturation, atresia status, and follicular fluid
      steroid concentrations. Oocytes (n = 138) from > or = 3 mm follicles were
      recovered from gilts (n = 3/d) on Days 1, 3, 5, and 7 of the follicular phase
      initiated by withdrawal of altrenogest treatment. They were fixed in 4%
      paraformaldehyde, stained with Hoechst 33342, and examined by laser scanning
      confocal microscopy using combined bright field Nomarski optics and ultraviolet
      laser illumination. The number of oocytes in complete meiotic arrest increased (P
      < 0.05) as a function of the stage of maturation from 29% on Day 1 to 79 and 67% 
      on Days 3 and 5, respectively. Oocytes showing complete germinal vesicle
      breakdown (GVBD) were found only on Day 7 (24 to 36 h after the preovulatory LH
      surge). The distribution of GV stages on Days 1 to 5 did not differ between
      atretic (n = 27) and nonatretic follicles (n = 81). In nonatretic follicles, GV
      stage was inversely related to the concentration of estradiol on Day 7 and to the
      concentrations of progesterone and androstenedione (P < 0.05) on Days 5 and 7
      indicating that meiotically arrested oocytes were likely to be found in follicles
      with highest levels of steroidogenesis. In conclusion, a large proportion of
      oocytes present in 3 to 5 mm follicles had begun GVBD. The follicles in the
      ovulatory cohort may be recruited or selected from preexisting 3 to 5 mm
      follicles, or younger population with oocytes that are in complete meiotic
      arrest.
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TI  - Expression of thyroid receptor isoforms in the human fetal central nervous system
      and the effects of intrauterine growth restriction.
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AB  - BACKGROUND: Congenital hypothyroidism is known to be associated with mental
      retardation which, if recognized promptly, is largely prevented by thyroid
      hormone replacement. Intrauterine growth restriction (IUGR) is a major cause of
      perinatal mortality and morbidity, and is also associated with neurodevelopmental
      delay. Fetuses with IUGR have reduced circulating concentrations of free
      thyroxine (T4) and free triiodothyronine (T3), leading to the hypothesis that a
      reduction in the tissue effects of thyroid hormones in the central nervous system
      (CNS) may contribute to neurodevelopmental morbidity. Since thyroid hormone
      effects are mediated through binding to specific nuclear thyroid hormone
      receptors (TRs), we have defined the pattern of TR isoform expression in the CNS 
      throughout normal human development and have compared TR expression in the CNS of
      normal fetuses with those affected by IUGR. METHODS: Samples of normal human
      fetal brain from first and second trimesters were obtained at surgical
      termination of pregnancy. Appropriately grown and third trimester fetuses
      affected by Intrauterine growth restriction (IUGR) were also investigated after
      unexplained stillbirth at post mortem examination. Reverse transcriptase
      polymerase chain reaction (RT-PCR) was used to examine the expression of TR
      isoform mRNAs in frozen cerebral cortex from 10 to 16 weeks gestation. TR protein
      expression in human fetal brains (both cerebral hemispheres and cerebellum) was
      also examined in formalin fixed sections and expression of TR alpha1, alpha2,
      beta1 and beta2 isoforms being defined using semiquantitative
      immunocytochemistry. RESULTS: RT-PCR revealed the presence of mRNAs encoding TR
      alpha1, beta1 and beta2 isoforms and the nonfunctional TRalpha2 variant in the
      fetal cerebral cortex from week 10 of human pregnancy. Immunostaining of the
      fetal brain revealed TR alpha1 and alpha2 protein from week 11 of human
      gestation. Expression of all TR isoform proteins was largely confined to the
      pyramidal neurones of the cerebral cortex and the Purkinje cells of the
      cerebellum with increasing receptor expression evident with gestational age.
      Semiquantitative observer scoring showed that by the second trimester, there was 
      a marked increase in the proportion of pyramidal and Purkinje cells expressing TR
      isoforms, while by the third trimester, all these cells immunostained. Comparison
      of TR immunostaining in the cerebral cortex and cerebellum from IUGR fetuses (n =
      18) matched for gestational age to normal fetuses revealed a lower intensity of
      expression of all the TR isoforms confirmed by observer scoring and
      quantification using TR protein immunofluoresence (P<0.01). CONCLUSIONS: Our
      findings indicate both pre- and post-translational expression of TR alpha and
      beta isoforms in the cerebral cortex of first trimester fetuses. These findings
      support the view that the transplacental passage of thyroid hormone in early
      gestation may be critical to neurological development. Our finding that in severe
      IUGR the expression of TR isoforms in the human fetal cerebral cortex and
      cerebellum was significantly reduced, in association with reduced circulating
      thyroid hormone concentrations indicate that changes in free ligand and receptors
      may affect CNS development. These findings should prompt further investigation of
      the potential therapeutic role of peripartum thyroid hormone treatment.
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TI  - Parasitic infections among aborigine children at Post Brooke, Kelantan, Malaysia.
PG  - 412-5
AB  - This study investigated the prevalence of parasitic infections among aborigine
      children at Post Brooke, Kelantan. Eighty-four formalin-fixed specimens and 78
      PVA-fixed specimens were obtained. 79.8% and 35.9% of the samples were positive
      for helminth ova and protozoa respectively. The parasites detected (single plus
      mixed infections) were A. lumbricoides (50/84, 59.5%), T. trichiura (35/84,
      41.7%), hookworm (5/84, 6.0%), S stercoralis (1/84, 1.2%), G. intestinalis
      (18/78, 23.1%), E. histolytica (7/78, 9.0%) and E. coli (7/78, 9.0%). Two hundred
      thick blood film examinations detected only one case of Plasmodium falciparum
      infection. A high prevalence of intestinal parasitic infections among the
      children at Post Brooke was demonstrated in this study; thus there is an urgent
      need to improve the hygiene, education and living standards of this population.
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TI  - Ferric sulfate pulpotomy in primary molars: a retrospective study.
PG  - 192-9
AB  - PURPOSE: This investigation collected clinical and radiographic data from a
      retrospective chart review of patients receiving ferric sulfate pulpotomies with 
      a sub-base of zinc oxide eugenol in a clinical practice over a five-year period. 
      METHODS AND MATERIALS: Clinical and radiographic data were available for 242
      primary molars in 171 children with follow-up times ranging from 4-57 mos (mean =
      19 mos). RESULTS: The overall radiographic success rate ranged from 74-80%. The
      frequency of normal appearing pulps decreased over time. The most frequently
      observed pulpal responses were calcific metamorphosis (6-33%) and internal
      resorption (7-18%). Overall clinical success was 99%. Only 9 of the 242 teeth
      were extracted due to radiographic and/or clinical failure. A survival analysis
      demonstrated that the overall cumulative probability of survival remained high
      over time with a cumulative survival of over 90% after 3 years. CONCLUSIONS: The 
      overall success rates in this study are lower than those reported previously in
      the literature for ferric sulfate pulpotomies, but are comparable with those
      reported for 1:5 dilution, 5-min formocresol pulpotomies.
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TI  - Expression of a homeobox gene (SIX5) in borderline ovarian tumours.
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AB  - AIMS: To assess the expression of SIX5 (a homeobox gene) mRNA in surface coelomic
      epithelium, endocervical epithelium, Fallopian tube epithelium, and benign,
      borderline, and malignant epithelial ovarian tumours. METHODS: 10 normal
      premenopausal ovaries, 10 normal Fallopian tubes, 10 normal cervices, 10 normal
      postmenopausal ovaries, 10 benign epithelial ovarian tumours, 10 malignant
      epithelial ovarian tumours, and 40 borderline epithelial ovarian tumours were
      studied retrospectively. The tissues had been fixed in formalin and embedded in
      paraffin wax. The tumours had previously been typed into mucinous, serous, or
      mixed tumours and assigned to the borderline category according to the FIGO/WHO
      criteria. Expression was assessed by in situ binding of SIX5 specific sense and
      antisense riboprobes. Hybridization of the riboprobes was detected using a
      standard immunohistochemical technique and the results correlated with expression
      in the normal epithelium of the endocervix, Fallopian tube, surface coelomic
      epithelium, and ovarian tumours. RESULTS: Expression of SIX5 mRNA was
      demonstrated in normal Fallopian tube epithelium and normal endocervical
      epithelium. SIX5 mRNA was not detected in normal ovarian epithelial tissue at any
      of the times studied during the menstrual cycle. Expression of SIX5 was not shown
      in benign epithelial ovarian tumours or in any of the malignant epithelial
      ovarian tumours. In 31 of 37 borderline epithelial ovarian tumours (84%), SIX5
      expression was found in the epithelial cells. CONCLUSIONS: SIX5 expression is
      present in the normal epithelium throughout most of the female reproductive
      tract, suggesting it may have a role in maintaining epithelial differentiation in
      these tissues. SIX5 expression appears to be restricted to borderline epithelial 
      ovarian tumours and may be a marker of epithelial differentiation in these
      tumours; thus borderline ovarian tumours may not be part of a continuum of
      disease between benign and malignant epithelial ovarian tumours. Further
      investigation of expression of SIX5 may clarify the molecular processes that
      promote differentiation of the ovarian surface epithelium.
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TI  - High prevalence of enteroviral genomic sequences in myocardium from cases of
      endemic cardiomyopathy (Keshan disease) in China.
PG  - 696-701
AB  - OBJECTIVE: To verify the aetiological involvement of enterovirus and identify the
      viral genomic sequences in Keshan disease. DESIGN: Formalin fixed, paraffin
      embedded myocardial necropsy tissue samples were collected in Keshan disease
      endemic regions. Fourteen cases with a histologically confirmed diagnosis of
      subacute or chronic Keshan disease were studied. Control tissue included 10
      samples of myocardium from cases of cerebral trauma and one from accidental acid 
      intoxication. One sample from a case of enteroviral myocarditis was used as a
      positive control. The presence of viral genomic RNA was investigated using an
      established reverse transcription nested polymerase chain reaction (PCR) coupled 
      with direct nucleotide sequencing. Further investigations of PCR positive samples
      included in situ antigen detection or hybridisation to confirm positive results. 
      RESULTS: Nine of 14 myocardial samples from Keshan disease cases and the positive
      control were positive for the enteroviral RNA. All the controls were negative.
      Six of the PCR positive samples were investigated further by in situ enteroviral 
      antigen or RNA detection and all were positive. DNA sequencing of six
      representative PCR products confirmed that they were homologous to the 5'
      non-translated region of enteroviral genomic RNA. Five had highest homology to
      coxsackievirus B genotypes and one was identical to poliovirus type 3.
      CONCLUSIONS: These results support an aetiological role for enteroviral infection
      in Keshan disease. Nucleotide sequence data suggest that coxsackievirus B or
      coxsackie B like viruses are often involved in Keshan disease.
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TI  - Effect of three programmes for the treatment of endometritis on the reproductive 
      performance of a dairy herd.
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AB  - Three management programmes to improve the reproductive performance of a dairy
      herd were compared in a prospective controlled field study on one commercial
      farm. A total of 542 cows were examined for endometritis 22 to 28 days postpartum
      and assigned to one of three treatment groups: in group 1 the cows with signs of 
      endometritis were treated with an intrauterine infusion of 100 ml of a 2 per cent
      polycondensated m-cresolsulphuric acid formaldehyde solution; in group 2 the cows
      with signs of endometritis were treated with an intrauterine infusion of 125 ml
      of a 20 per cent eucalyptus compositum solution; and in group 3 all the cows were
      injected intramuscularly with 0.75 mg of tiaprost, an analogue of prostaglandin
      F2alpha (PGF2alpha) at two-week intervals, starting on day 43, until they were
      inseminated. Thirty-four per cent of the cows showed signs of endometritis. In
      group 3, oestrus detection efficiency was significantly higher than in groups 1
      and 2 (P<0.05), the interval to first service was shorter, and the cows had fewer
      days open than the cows in groups 1 and 2 (P<0.05). The results indicate that
      management programmes based on the strategic use of PGF2alpha are an effective
      alternative to traditional programmes based on rectal palpations and intrauterine
      infusions to control endometritis at a herd level.
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TI  - Anatomical studies of the urethral plate: why preservation of the urethral plate 
      is important in hypospadias repair.
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AB  - OBJECTIVE: To describe the detailed anatomy of the urethral plate in relation to 
      its controversial role in hypospadias surgery. MATERIALS AND METHODS: A newborn
      penis with proximal penile hypospadias and two fetal penises with distal shaft
      hypospadias were included in the study; 30 normal fetal penises served as the
      control. Specimens were embedded in paraffin and serially sectioned (6 microm)
      after formalin fixation. Every 10th section was stained with haematoxylin and
      eosin. Immunohistochemical staining for nerves (S100), smooth muscles
      (alpha-actin), blood vessels (factor VIII) and epithelium (cytokeratins 7, 14 and
      18) were used on selected sections, with particular attention to the urethral
      plate. Masson's trichrome and Sirius Red stains were used to localize collagen.
      RESULTS: There were extensive blood vessels, glands and smooth muscle under the
      urethral plate in the hypospadias specimens. These relatively well organized
      tissues corresponded to an abnormally formed corpus spongiosum. The glands
      underneath the urethral plate and adjacent to the normal urethra showed positive 
      staining for cytokeratins 7 and 18, respectively (markers of endodermal origin)
      but were negative for cytokeratin 14 (a marker of ectodermal origin). Penile skin
      and urethral plate epithelium stained positively for cytokeratin 14 but not for
      cytokeratin 7 and 18. The urethral plate has a rich nerve supply, as determined
      by S100 staining. Collagen intensity under the urethral plate was no different
      from that in normal areas. Tunica albuginea stained intensely for type I and III 
      collagen. CONCLUSION: These results show that the urethral plate is well
      vascularized, has a rich nerve supply and an extensive muscular and connective
      tissue backing. These features may explain the lower complication rate with onlay
      flaps than with tube flaps. Therefore, from these anatomical findings, we
      continue to advocate preservation of the urethral plate and the onlay island flap
      for hypospadias reconstruction.
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TI  - Molecular cytogenetic studies in three patients with partial trisomy 2p,
      including CGH from paraffin-embedded tissue.
PG  - 74-82
AB  - We report on three cases of partial trisomy 2p in which the identification and
      exact localization of the duplicated chromosome segment was possible only by
      application of molecular cytogenetic techniques. These included fluorescence in
      situ hybridization by use of wcp2, N-myc, and subtelomeric 2p probes and
      comparative genomic hybridization with DNA isolated from blood samples, frozen
      fetal tendon, and formalin fixed, paraffin-embedded fetal lung tissue. Two of the
      cases concerned fetuses of gestational week 20 and 24 with duplication of
      nonoverlapping terminal (2pter-->p24) and more proximal (2p25-->p23) segments and
      with distinctly different phenotypes. The third case was due to a de novo
      inverted duplication of 2p25-->p23, with loss of the subtelomeric region of 2p.
      This 53-month-old girl was a Bloom syndrome carrier. The patient had prenatal
      growth failure, borderline microcephaly, dilated lateral horns of the cerebral
      ventricles, transient cortical blindness, myopia, muscle hypotonia, and
      dilatation of the left renal collecting system. Dermal cysts were found on the
      glabella, the soles of both feet, and the vocal cord, causing respiratory
      embarrassment. Previously reported cases of pure trisomy 2p are reviewed, in an
      attempt to correlate clinical findings to overlapping regions in 2p. These cases 
      illustrate the effectiveness of molecular cytogenetic methods in resolving subtle
      chromosomal aberrations in order to coordinate more accurately a chromosome
      regionspecific phenotype.
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TI  - High endemicity of Metagonimus yokogawai infection among residents of
      Samchok-shi, Kangwon-do.
PG  - 33-6
AB  - A small-scale epidemiological survey was undertaken during 1997-1998 on the
      residents along the Osib-chon (Stream), Samchok-shi (City), Kangwon-do
      (Province), to evaluate the status of Metagonimus yokogawai infection. A total of
      165 fecal samples was collected and examined by cellophane thick smear and
      formalin-ether sedimentation techniques. The egg positive rate of M. yokogawai
      was 29.7%, showing a remarkable difference between males (46.6%) and females
      (16.3%). To obtain the adult flukes of M. yokogawai, 11 egg positive persons were
      treated with praziquantel and purged with magnesium sulfate. A total of 242,119
      adult flukes (average 22,010 per person, 367-119,650 in range) was collected from
      diarrheic stools, all of which were identified as M. yokogawai. The results show 
      that M. yokogawai is still highly endemic in this area.
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TI  - The HHV6 paradox: ubiquitous commensal or insidious pathogen? A two-step in situ 
      PCR approach.
PG  - 159-78
AB  - BACKGROUND: Progressive multifocal leukoencephalopathy (PML) and multiple
      sclerosis (MS) are demyelinative diseases of the central nervous system (CNS).
      PML occurs mostly in individuals with AIDS-impaired immunity and is thought to be
      caused by JC polyoma virus (JCV). In MS a neurotrophic virus trigger is
      suspected, but the precise etiology remains unknown. Human herpesvirus 6 (HHV6)
      is a ubiquitous, commensal and usually benign beta-herpesvirus. Some researchers 
      have found evidence for HHV6 infection in MS plaques and sera. We recently
      demonstrated a high frequency of cells containing HHV6 genome in PML lesions, as 
      well as co-infection of oligodendrocytes by JCV and HHV6. This suggests that HHV6
      may be a co-factor in the etiology of PML, and raises questions about its role in
      other demyelinative diseases. OBJECTIVES: To determine the prevalence and
      cellular localization of HHV6, JCV and HIV-1 infected cells in PML, MS, AIDS and 
      control CNS tissues, and their potential relationship with disease. STUDY DESIGN:
      An unconventional, sensitive two-step in situ polymerase chain reaction (ISPCR)
      procedure was used to amplify and detect HHV6, JCV and HIV-1 genomic DNAs in
      formalin fixed, paraffin-embedded archival CNS tissues. HHV6, JCV and HIV-1 gene 
      expression was detected by ICC for HHV6 p41 and gp101, JCV large T, and HIV-1 p24
      gag and NEF proteins. RESULTS: A high frequency of HHV6 genome was consistently
      detected in both PML and MS white matter lesional cells; a peri-lesional
      concentration was notable. HHV6 was found mainly in oligodendrocytes, but neurons
      were also infected. HHV6 was present in larger amounts than JCV in PML lesions,
      while more HIV-1 than HHV6 was present in AIDS. Variable amounts of HHV6 genome
      were detected in normal, AIDS and other control brains; the frequency of infected
      cells tended to increase with patient age. CONCLUSIONS: High concentrations of
      HHV6 genome in association with PML and MS lesions, open the possibility that
      HHV6 activation may play a role in the pathogenesis of these demyelinative
      diseases.
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TI  - Lipoxygenase-mediated hydrogen peroxide-dependent N-demethylation of
      N,N-dimethylaniline and related compounds.
PG  - 191-203
AB  - To date, studies of xenobiotic N-demethylation have focused on heme-proteins such
      as P450 and peroxidases. In this study we investigated the ability of non-heme
      iron proteins, namely soybean lipoxygenase (SLO) and human term placental
      lipoxygenase (HTPLO) to mediate N-demethylation of N,N-dimethylaniline (DMA) and 
      related compounds in the presence of hydrogen peroxide. In addition to being
      hydrogen peroxide dependent, the reaction was also dependent on incubation time, 
      concentration of enzyme and DMA and the pH of the medium. Using Nash reagent to
      estimate formaldehyde production, we determined the specific activity for SLO
      mediated N-demethylation of DMA to be 200 + 18 nmol HCHO/min per mg protein or 23
      +/- 2 nmol/min per nmol of enzyme, while that of HTPLO was 33 +/- 4 nmol HCHO/min
      per mg protein. Nordihydroguaiaretic acid (NDGA), a classical inhibitor of
      lipoxygenase (LO), as well as antioxidants and free radical reducing agents,
      caused a marked reduction in the rate of production of formaldehyde from DMA by
      SLO. Besides N,N-dimethylaniline, N-methylaniline,
      N,N,N',N'-tetramethylbenzidine, N,N-dimethyl-p-phenylenediamine,
      N,N-dimethyl-3-nitroaniline and N,N-dimethyl-p-toluidine were also demethylated
      by SLO. The formation of a DMA N-oxide was not detected. Preliminary experiments 
      suggested SLO-mediated hydrogen peroxide-dependent S-dealkylation of methiocarb
      or O-dealkylation of 4-nitroanisole does not occur.
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TI  - Neuroblastoma in southern Africa: epidemiological features, prognostic factors
      and outcome.
PG  - 357-63
AB  - We retrospectively analysed the epidemiological features and the importance of
      biochemical, histological and genetic parameters in predicting survival in 14
      Namibian and 34 South African children treated for neuroblastoma (NB) from 1983
      to 1997. Curative treatment consisted mainly of total (13%) or partial (44%)
      resection after chemotherapy (cyclophosphamide and doxorubicin x6 courses or
      carboplatin, etoposide, epirubicin and cyclophosphamide x6 courses). Localized
      radiotherapy with curative intent was given to 33% of patients. The male:female
      ratio was 0.9. The median age was 18 months (range 1-116) and was comparable in
      white, black and mixed ethnic patients. Primary disease was located in the
      abdomen (75%), thorax (15%), pelvis (5%) or elsewhere (5%). Evans stage
      distribution was: stage I, 2%; stage II, 19%; stage III, 21%; stage IV, 50%; and 
      stage IVS, 8%. Stage III/IV disease was more common in black than in white
      children (p = 0.0001). Urinary vanillyl mandelic acid was elevated in 63% of
      those tested. Survival after 5-163 months' follow-up was 90% for stages I and II 
      combined (median 2983, range 798-4661 days), 51% for stage III (median 367, range
      61-5001 days), 6% for stage IV (median 227, range 20-4379 days) and 50% for stage
      IVS (median 532, range 54-1543 days). All seven children with para-spinal tumours
      survived. Individual factors associated with significantly poorer survival were
      elevated serum lactate dehydrogenase (p < 0.001), Joshi histological risk
      categorization adapted for age (p = 0.039), n-myc amplification (p = 0.006) and
      diploidy or tetraploidy (p = 0.006). All seven children with serum ferritin
      exceeding 149 ng/ml at the time of diagnosis died and survival was 33% in
      children with 1p deletion and 67% in those without, but the numbers were too
      small to achieve significance. These findings confirm the benefit of simple
      biochemical tests and histology in identifying those who are likely to respond
      favourably to conventional chemotherapy and surgery. Supportive genetic tests on 
      formalin-fixed paraffin-embedded tumour tissue contributed to predicting outcome 
      in 21 patients.
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TI  - TrkC expression predicts good clinical outcome in primitive neuroectodermal brain
      tumors.
PG  - 1027-35
AB  - PURPOSE: To identify biologic prognostic factors in childhood primitive
      neuroectodermal tumors (PNET), including medulloblastoma, that accurately define 
      patient groups with sufficiently good prognosis to permit a reduction in
      treatment intensity. PATIENTS AND METHODS: We determined expression levels of the
      neurotrophin receptor TrkC mRNA in formalin-fixed tumor samples from 87 well
      characterized PNET patients using in situ hybridization. Comparison of TrkC mRNA 
      expression levels with clinical and other laboratory variables was performed
      using univariate and multivariate Cox regression analysis. RESULTS: High TrkC
      mRNA expression was found to be associated more with higher 5-year cumulative
      survival rate than was low TrkC mRNA expression (89% v 46%, respectively). When
      compared with established clinical prognostic factors and laboratory variables of
      potential prognostic significance, TrkC mRNA expression, by univariate analysis, 
      was found to be the single most powerful predictor of outcome (hazards ratio,
      4.81; P <.00005), exceeding all clinical prognostic factors. In multivariate
      analysis, the hazards ratio remained significant (P <.00005). CONCLUSION: High
      TrkC mRNA expression in PNET is a powerful independent predictor of favorable
      clinical outcome. Assessment of TrkC mRNA levels may aid in treatment planning
      for patients with PNETs and should be incorporated prospectively into PNET
      clinical trials.
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TI  - DNA content and proliferative activity in children with neuroblastoma.
PG  - 45-54
AB  - Many studies have reported that neuroblastoma patients with aneuploid DNA content
      and a low cellular proliferative activity have better outcome; other studies have
      reported contradictory results. Formalin-fixed, paraffin-embedded archival
      pretreatment specimens of 56 neuroblastomas were studied. Thick sections from
      paraffin blocks were deparaffinized, and rehydrated. Following enzymatic
      digestion and filtration, cellular suspensions were analyzed by flow cytometry.
      Six tumors were aneuploid (13.3%) and 39 samples were diploid (86.7%). S-phase
      fraction (SPF) ranged from 1 to 78% with a median of 31%. DNA ploidy and
      proliferative activity results showed no correlation with the prognostic
      variables. There was no significant difference between the 5-year overall and
      event-free survival rates of the aneuploid and the diploid neuroblastomas or
      between the neuroblastomas with a high and low proliferative activity. The
      results revealed the prognostic significance of neither DNA ploidy nor the
      cellular proliferative activity in neuroblastoma in contrast to other studies.
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TI  - Epstein-Barr virus status and the histopathological changes of parotid gland
      lymphoid infiltrates in HIV-positive children.
PG  - 413-7
AB  - This study examined the EBV status and the morphology in parotid glands of a
      large cohort of HIV-positive pediatric patients. Nineteen children with
      vertically acquired HIV infection, ranging in age from three months to seven
      years and two months, were analyzed. Seventeen patients were assessed for
      serological evidence of EBV infection; nine showed evidence of past infection,
      one each re-activation and current infection and six did not have serological
      evidence of EBV. Immunohistochemistry and in situ hybridization for EBER 1 and 2 
      were performed on formalin-fixed, paraffin-embedded tissue. Fourteen of the 19
      cases were classified as severe or established myoepithelial sialadenitis (MESA) 
      and five were regarded as having mild MESA. The majority of intraepithelial
      lymphocytes were of B-cell lineage, while the pericystic infiltrate contained
      CD8-positive T-lymphocytes. p24 immunohistochemistry for HIV showed positive
      follicular dendritic cells, lymphoid cells and macrophages. Ten of 14 cases were 
      positive for EBER 1 and 2. These included cases that were serologically negative 
      for EBV. This study confirms that the morphology and immunophenotype of pediatric
      HIV-associated parotid lesions are similar to those seen in adults. Ten of 14
      cases with evidence of EBV within the lymphoid infiltrate showed the same
      morphology and immunophenotype as cases in which EBV was not detected either by
      serology or by in situ hybridization. These findings indicate that EBV is not
      uniformly found in either the tissue or serum of these patients, and may not have
      a pathogenetic role in HIV-associated lymphoepithelial lesions in the pediatric
      age group.
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TI  - Seroreactivity to Chlamydia trachomatis Hsp10 correlates with severity of human
      genital tract disease.
PG  - 303-9
AB  - We have identified the chlamydial heat shock protein Hsp10 as a potential
      correlate to the immunopathogenic process in women with tubal factor infertility 
      (TFI). The human serologic response to chlamydial Hsp10, Hsp60, and major outer
      membrane protein (MOMP) was measured by enzyme-linked immunosorbent assay. Three 
      populations of women were studied: uninfected controls (CU), acutely infected
      (AI) women, and women with TFI. Sera from women in the AI and TFI groups both
      recognized Hsp10 more frequently and at a higher overall level than sera from
      healthy uninfected controls. Moreover, the infertile women had significantly
      greater Hsp10 seroreactivity than acutely infected women, indicating a
      concomitant increase of Hsp10 recognition in populations with increasing levels
      of disease severity. Hsp60 reactivity showed a similar correlation in these
      populations, while MOMP reactivity peaked at the same level in both AI and TFI
      populations but did not increase with disease severity. Test populations were
      standardized by level of reactivity to formalin-fixed Chlamydia trachomatis
      elementary bodies (EBs) to address whether these associations were reflections of
      increased overall chlamydial exposure rather than a property specific to Hsp10.
      Associations between Hsp10 seropositivity and TFI were greater in the EB(+)
      subgroup while associations among the EB(-) subgroup were diminished. When
      restricted to the EB(+) subgroups, Hsp60 and MOMP responses in the TFI population
      did not increase significantly over the level of AI group responses. Thus, among 
      women with similar exposure to chlamydiae, the serologic response to Hsp10
      exhibited a stronger correlation with TFI than did the response to Hsp60 or MOMP.
      These findings support the hypothesis that the serological response to C.
      trachomatis heat shock proteins is associated with the severity of disease and
      identifies Hsp10 as an antigen recognized by a significant proportion of women
      with TFI.
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TI  - Immunohistochemical evaluation of small round cell tumors of childhood.
PG  - 87-9
AB  - OBJECTIVE: This study was done to evaluate the pediatric undifferentiated small
      round cell tumors with immunohistochemical staining. SETTING: The present study
      included consecutive cases of small round cell tumors which were diagnosed in
      children (< 15 years) in the section of Histopathology at the Aga Khan University
      Hospital, Karachi during the period of two years. METHODS: The group of
      undifferentiated small round cell tumors were evaluated immunohistochemically by 
      using a panel of antibodies on sections from routinely processed, formalin fixed,
      paraffin embedded tissue blocks. RESULTS: The category of undifferentiated small 
      round cell tumors included rhabdomyosarcoma (23.2%), primitive neuroectodermal
      tumor (17.9%), non-Hodgkin's lymphoma (16.1%), neuroblastoma (14.2%), Ewing's
      sarcoma (10.7%) in order of frequency. Osteosarcoma (Small cell variant),
      retinoblastoma and medulloblastoma comprised 1.8% each. In seven cases (12.5%),
      the immunohistochemical analysis was inconclusive. CONCLUSION:
      Immunohistochemistry is a very valuable diagnostic tool which helps in
      distinguishing the undifferentiated tumors especially small round cell tumors.
      The immunohistochemical staining needs to be performed routinely for
      undifferentiated tumors in diagnostic histopathology.
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TI  - Apoptosis in gestational trophoblastic disease is correlated with clinical
      outcome and Bcl-2 expression but not Bax expression.
PG  - 1025-33
AB  - Apoptosis has been found to play a crucial role in the pathogenesis and prognosis
      of many human diseases. The pathogenesis of gestational trophoblastic disease
      (GTD), which encompasses hydatidiform moles (HMs) and choriocarcinomas (CCAs), is
      not fully understood. Prognostic indicators of HM have also been scanty. In this 
      study, we investigated apoptotic activity and the expression of two apoptosis
      regulatory genes, Bcl-2 and Bax, in an attempt to determine the role of apoptosis
      in GTD. Formalin-fixed paraffin-embedded tissue of 33 normal placentas, 14
      spontaneous abortions, 14 partial moles, 34 complete moles, and eight CCAs were
      examined. Apoptotic activity was assessed by the terminal deoxynucleotidyl
      transferase-mediated deoxyuridine triphosphate nick end labeling (TUNEL) method. 
      Quantitative assessment of apoptotic index (AI) was calculated as a percentage of
      TUNEL-positive nuclei. Expression of Bcl-2 and Bax were assessed
      immunohistochemically. Extensive apoptosis was located in syncytiotrophoblasts,
      cytotrophoblasts, and villous stromal cells in all HM cases. Apoptosis was
      detected at a much lower level in spontaneous abortions and normal placentas.
      Moreover, in normal placentas, TUNEL positive nuclei were exclusively found in
      syncytiotrophoblasts. AIs were significantly different among various categories
      of trophoblastic lesions (P < .001) in an ascending order: normal placentas less 
      than spontaneous abortions less than CCAs less than HMs. Furthermore, AIs of
      those cases that spontaneously regressed was statistically higher than those that
      developed persistent trophoblastic disease requiring chemotherapy. AIs of
      trophoblastic lesions in general inversely correlated with Bcl-2 expression (P < 
      .001), but no significant correlation was found between AI and Bax expression (P 
      > .5). We conclude that AI may be a useful prognostic marker for clinical
      progress of HMs. Bcl-2 expression is probably regulating apoptosis in normal
      placentas and GTD, whereas Bax expression is not. The difference in AI and Bcl-2 
      expression between non-molar placentas and HMs offers a potential adjunctive
      diagnostic tool to distinguish the two entities.
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TI  - [Seasonal variation of intestinal protozoa infections in outpatients of the north
      section of Santiago, Chile. 1995-1996].
PG  - 41-4
AB  - Formalin preserved fecal samples from 6,058 and 5,863 outpatients were examined
      for intestinal parasites during 1995 and 1996 respectively. Prevalence rates of
      infections by intestinal protozoa in both years were similar. By age group (0-9, 
      10-19 and > 20 years old) Blastocystis hominis was observed in 18.6-19.3,
      37.0-31.1 and 25.3-25.4% in 1995-1996 respectively. Prevalence of Giardia
      intestinalis infections decreased from 16.6-17.4% in the 0-9 year-old children
      group to 4.1-4.5% in patients over 20 years. Overall percentages of infection by 
      Entamoeba histolytica varied between 4.2 and 10.9. Rates of infections by G.
      intestinalis, E. histolytica, and Entamoeba coli observed during rainy-cold
      months (april-september) of the year versus drywarmy period (october-march) were 
      the same. On the contrary, more cases of B. hominis infection 25.8% versus 18.2% 
      (this difference being statistically significant, p > 0.001) were observed during
      rainy-cold months of the year.
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TI  - Relationship of the dimension of cardiac structures to body size: an
      echocardiographic study in normal infants and children.
PG  - 402-10
AB  - Normalization of the dimensions of cardiac structures to the size of the body,
      using so-called Z scores, is becoming increasingly common in the management of
      infants and children with congenital heart disease. Current published nomograms
      for the ascertainment of Z scores for cardiac structures in childhood are based
      largely on normal data obtained in formalin-fixed hearts. Since decisions
      concerning management are frequently based on the findings of cross-sectional
      echocardiograms, the dimensions of 15 cardiac structures were measured using
      cross-sectional echocardiography in 125 normal infants and children. Regression
      equations were derived relating cardiac dimensions to the size of the body. The
      expression of size with the highest correlation to cardiac dimensions was body
      surface area. Nomograms were then developed from which the Z score of a cardiac
      structure could be estimated from a knowledge of the body surface area and the
      echocardiographically derived measurement.
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TI  - No association of Chlamydia with abortion.
PG  - 237-8
AB  - Case reports and serological work have raised the possibility that chlamydias can
      infect the placenta and thus harm the fetus. We investigated the involvement of
      Chlamydia in a series of 195 unselected cases of spontaneous abortion or
      miscarriage. Formalin-fixed placental tissues from all cases were examined
      immunohistochemically, for the presence of chlamydial lipopolysaccharide, as well
      as histopathologically. A serum sample was collected from 187 of the patients for
      detection of anti-chlamydial antibodies by microimmunofluorescence. All placental
      sections were negative for chlamydial antigen. Serological findings indicated
      that 8 patients had been in contact with C. trachomatis, 15 patients with C.
      pneumoniae, and none with C. psittaci. A few cases of perivillitis or
      intervillitis were detected, but none exhibited the intracytoplasmic inclusions
      typical of C. psittaci. Although these results are negative a search for
      Chlamydia in abortion materials should be encouraged.
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TI  - Impaired structural remodelling of pulmonary arteries in newborns with congenital
      diaphragmatic hernia: a histological study of 29 cases.
PG  - 112-8
AB  - Congenital diaphragmatic hernia (CDH) is associated in many cases with lung
      hypoplasia and pulmonary hypertension (PH). The pathogenetic mechanisms
      underlying the pulmonary hypertension in CDH are not completely understood. In
      order to alleviate the pulmonary hypertension, new therapeutic modalities have
      been introduced including extracorporeal membrane oxygenation (ECMO). This paper 
      reports a study of the histology of the lungs of 29 CDH autopsy cases, with
      special attention to the pulmonary arteries, and relating the findings to
      gestational age and ECMO treatment. Formalin-fixed and paraffin-embedded
      specimens were stained with haematoxylin and eosin (H&E) and elastic van Gieson
      (EvG) stains, followed by morphometric measurements of the arterial media and
      adventitia. As expected, there was a significant decrease in adventitial
      percentage and total wall thicknesses of small pulmonary arteries with an
      external diameter less than or equal to 150 microm in term control newborns
      compared with pre-term controls (p=0.0004 and 0.05). In CDH newborns, all the
      measured values of the arterial wall remained significantly higher. The increase 
      of adventitial thickness also affected the supernumerary arteries in CDH
      neonates. CDH newborns subjected to ECMO treatment showed a significantly thinner
      arterial adventitia than CDH cases who did not receive ECMO (p=0.0001), the
      former approaching normal values. These results indicate that in CDH, there is
      failure of the normal arterial remodelling processes occurring in the perinatal
      period. The adventitial thickening, which has been reported previously in term
      CDH patients only, was related in the present study to differences in gestational
      ages. This appears to be partially reversed by ECMO treatment, thus constituting 
      one of the mechanisms by which ECMO treatment aids in alleviating the associated 
      PH in CDH newborns.
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TI  - [Neonatal hemochromatosis. Report of 3 autopsy cases].
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AB  - INTRODUCTION: Neonatal hemochromatosis is a disease that starts in utero,
      characterized by severe fibrosis or cirrhosis and siderosis of the liver and
      other organs without affecting the mononuclear fagocytic system. The most
      important clinical features are severe hepatic failure at birth and hypoglycemia.
      The diagnosis is made excluding other diseases more frequently seen in the
      neonatal period and with at least two of the clinicopathologic criteria
      delineated by Knisely. METHODS: A retrospective analysis of the autopsies of
      newborn done at the Department of Pathology of the Hospital de Pediatria, C.M.N. 
      SXXI, IMSS, a tertiary care facility in the period 1989 from 1997. Those cases
      with primarily hepatic disease as the main diagnosis were chosen. The degree of
      siderosis was determined cualitatively. The amount of Fe and copper in the liver 
      and spleen in samples fixed in formalin was obtained using X ray fluorescence in 
      the Instituto Nacional de Investigaciones Nucleares, two control cases were also 
      tested. RESULTS: Only four out of 210 autopsies of newborn babies were found to
      have hepatic disease as a main diagnosis but without an etiology determined. In
      three of such cases the diagnosis of neonatal hemochromatosis was made. All
      patients were male with ages six, 29 and 36 days, one with Down's syndrome. The
      ratio of iron deposits in liver/spleen in hemochromatosis' cases was higher to
      1.5 in the liver in contrast to the two control cases. CONCLUSIONS: These cases
      showed the utility of the autopsy in establishing the adequate diagnosis in three
      cases of neonatal hemochromatosis. The importance of establishing an accurate
      diagnosis is to recognize it as an entity with a lethal course, that can be
      potentially managed with liver transplant as well as genetic counseling to the
      family. A remarkable finding in the study of these cases was the ratio of iron
      concentration in the liver and spleen that allowed to discard other causes of
      siderosis. To our knowledge this finding has never been recorded.
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TI  - N-demethylation of phenothiazines by lipoxygenase from soybean and human term
      placenta in the presence of hydrogen peroxide.
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AB  - Several phenothiazine derivatives have been shown to cause reproductive toxicity.
      The biochemical mechanisms responsible for these effects are not fully understood
      at present. In this study, we investigated hydrogen peroxide-dependent oxidation 
      of six phenothiazines by purified lipoxygenase from soybean (SLO) and human term 
      placenta (HTPLO). Chlorpromazine was employed as the prototype phenothiazine
      drug. Chlorpromazine was easily demethylated releasing formaldehyde when
      incubated at pH 7.0 and 6.5 with SLO or HTPLO, respectively, in the presence of
      hydrogen peroxide. The reaction was linear with respect to time, exhibited
      dependence on the amount of enzyme, and the concentration of chlorpromazine and
      hydrogen peroxide. Under the optimal assay conditions, the estimated Vmax values 
      for chlorpromazine N-demethylation were 139 and 7.2 nmoles/min/mg of SLO and
      HTPLO, respectively. Collectively, the results suggest an enzymatic nature of the
      reaction. In the presence of gossypol and NDGA, the classical inhibitors of
      different lipoxygenases, the formaldehyde production was significantly decreased,
      as expected. Similar to SLO, the generation of chlorpromazine cation radical, an 
      initial oxidation product with an absorption maximum at 525 nm, was also observed
      with HTPLO. The radical generation was detectable only under acidic conditions
      (pH 3.5-4.5). The formaldehyde production was also decreased by BHT and BHA,
      suggesting a radical nature of the SLO-mediated chlorpromazine N-demethylation.
      Reduced glutathione, ascorbate, and dithiothreitol suppressed the rate of
      SLO-dependent formaldehyde generation, presumably due to the reduction of the
      cation radical back to chlorpromazine in a concentration-dependent manner.
      Besides chlorpromazine, SLO also oxidized promazine, triflupromazine,
      trifluperazine, trimeprazine, and perphenazine, albeit at different rates, in the
      presence of hydrogen peroxide. The evidence gathered in this in vitro study
      suggests that phenothiazines can undergo peroxidative N-demethylation via
      lipoxygenase pathway. The role of this biochemical mechanism in the in vivo
      developmental toxicity of phenothiazines remains to be established.
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TI  - Smooth muscle cell hypertrophy versus hyperplasia in infantile hypertrophic
      pyloric stenosis.
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AB  - Infantile hypertrophic pyloric stenosis (IHPS) is characterized by hypertrophy of
      the pyloric muscle. It is not clearly understood whether pyloric muscle
      enlargement is due to hypertrophy (increase in cell size) or hyperplasia
      (increase in cell number). In the present study, we investigated proliferative
      activity as well as size and number of smooth muscle cells to understand the
      mechanism of pyloric muscle enlargement in IHPS. Full thickness muscle biopsy
      specimens were obtained from 18 IHPS patients at pyloromyotomy and from 11
      age-matched controls. Formalin-fixed paraffin sections were immunostained with
      MAb MIB-1, which stains cells in the proliferating phase of the cell cycle. The
      proliferative index (PI) was calculated as the percentage of positive cell
      nuclei. Smooth muscle cell number per bundle and cell size were measured with an 
      image analyzer. The mean PI in IHPS (9.6 +/- 5.7%) was significantly higher than 
      that of controls (1.3 +/- 1.2%) (p < 0.01). There was a significant inverse
      correlation between PI and age at operation. Smooth muscle cell number per bundle
      in IHPS (240.6 +/- 129.4) was significantly greater than that of the controls
      (134.1 +/- 49.8) (p < 0.05). Smooth muscle cell size in IHPS (298.5 +/- 59.0
      microm2) was also significantly greater than that of controls (154.3 +/- 21.5
      microm2) (p < 0.01). Our findings suggest that hypertrophy-and hyperplasia as
      well-play important roles in increasing pyloric smooth muscle mass in IHPS.
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TI  - Reduced fertility among female wood workers exposed to formaldehyde.
PG  - 206-12
AB  - BACKGROUND: The aim of the study was to investigate whether exposure to
      formaldehyde, organic solvents or other chemicals in the wood-processing industry
      affects the fertility of women. METHODS: For this purpose, a retrospective study 
      on time to pregnancy was conducted among female wood workers who had given birth 
      during 1985-1995. Data on pregnancy history, time to pregnancy, occupational
      exposures, and potential confounders were collected by a questionnaire; 64%
      (699/1,094) participated. The exposure assessment was conducted by an
      occupational hygienist. The data on time to pregnancy were analyzed with the
      discrete proportional hazards regression. RESULTS: Exposure to formaldehyde was
      significantly associated with delayed conception: adjusted fecundability density 
      ratio, FDR, was 0.64 (95% CI 0.43-0.92). At high exposure if no gloves were used,
      the FDR was 0.51 (% CI 0.28-0.92). Exposure to phenols, dusts, wood dusts, or
      organic solvents was not related to the time to pregnancy. Additionally, an
      association was observed between exposure to formaldehyde and an increased risk
      of spontaneous abortion (concerning previous spontaneous abortions, reported by
      the women). Associations between exposure to formaldehyde or to organic solvents 
      and endometriosis, and between exposure to organic solvents or to dusts and
      salpingo-oophoritis were also suggested. CONCLUSIONS: The study suggests that a
      woman's occupational exposure to formaldehyde has an adverse effect on fertility.
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TI  - Molecular genetic testing from paraffin-embedded tissue distinguishes nonmolar
      hydropic abortion from hydatidiform mole.
PG  - 11-9
AB  - BACKGROUND: Diagnosis of hydatidiform mole by histology and ploidy analysis is
      limited by overlap of criteria for nonmolar hydropic abortion, complete mole, and
      partial mole. With early presentation, diagnosis is difficult due to limited
      tissue and lack of clinical features. Accurate diagnosis of these entities is
      important for both prognosis and patient management. We assessed a polymerase
      chain reaction (PCR) assay for polymorphic short tandem repeats (STR) for
      discrimination between nonmolar hydropic abortion, complete mole, and partial
      mole based on the genetic composition of molar pregnancies. METHODS: Seventeen
      cases of products of conception (POC) diagnosed by histology and flow cytometry
      ploidy analysis were studied retrospectively. PCR was performed using maternal
      and chorionic villus DNA extracted from microdissected, formalin-fixed,
      paraffin-embedded tissue sections. Allelic patterns for up to eight
      well-characterized polymorphic STR loci were determined using the GenePrint
      Fluorescent STR System (Promega Corporation, Madison, WI). The presence of three 
      villus alleles at a single locus was interpreted as partial mole. Detection of
      only one allele in the villi, different from all maternal allele(s) at the same
      locus, was interpreted as a complete mole. RESULTS: This technique identified
      eight complete moles previously diagnosed as complete mole (3), hydatidiform
      mole, otherwise unspecified (1), hydropic villi (2), hydropic villi versus
      partial mole (1), and partial mole (1). The diagnoses of five partial moles by
      the molecular assay were consistent with the diagnoses by histology and flow
      cytometry. One nonmolar gestation was identified, which had been diagnosed
      previously as hydropic villi. In three cases, maternal DNA amplification was
      insufficient for definitive diagnosis. CONCLUSION: Molecular genetic testing of
      POC from paraffin-embedded tissue accurately distinguishes complete mole, partial
      mole, and nonmolar hydropic abortion. Identification of triploidy by flow
      cytometry can confirm a histological impression of partial mole. Histological and
      ploidy analysis of POC results in underdiagnosis of complete moles.
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TI  - [Intestinal parasitic diseases in an urban environment in Sahel. A study in a
      district of Niamey, Niger].
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AB  - Health and environment in Niamey, a capital in Sahel, are particularly linked
      owing to population growth, promiscuity and large pollution induced by human and 
      animal excreta. One district, located in the centre of the town, was surveyed for
      drinking water quality (ammoniac and bacterial count) and use, as well as for the
      prevalence of parasites through both a random sample (fixed tools with
      methiolate-iodine-formaldehyde) and a systematic one (scotch-test). Water
      consumption was 16.5 litres/day/man from fresh water supplies (87%) and private
      wells (13%). Ammoniac measures were low in the wells but high in running water
      (pool and river). It was the same for faecal coliform bacteria. These results
      give evidence of biotope faecal pollution. The random sample (322 persons,
      male/female sex ratio 0,85, average age 20,6 years) showed a 42.1% parasitic
      prevalence. Amoeba was the most frequent parasite (53.6%); and Giardia (14.9%)
      was the most frequent pathogenic parasite. In the second sample (161 children
      under 10 years), 24.2% were carriers of oxyuris. This large intestinal
      parasitism, without any change in connection with previous data in Niger, points 
      to an important fecal contamination of the people more by the way of "dirty
      hands" than consumption of drinking water. The parasites observed have a short
      biological cycle, not necessitating long-term maturation in the environment.
      Those whose ova or larvae must complete their cycle outside have no possibility
      of surviving in Sahel, thanks to the beneficial effect of sunlight (heat and
      ultraviolet light). The inhabitants of this district seem to have adapted to
      intestinal parasitism. But the occurrence of malnutrition linked to a new drought
      could lead rapidly to a very serious adverse result.
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TI  - Detection of Bartonella henselae DNA by two different PCR assays and
      determination of the genotypes of strains involved in histologically defined cat 
      scratch disease.
PG  - 993-7
AB  - Cat scratch disease (CSD) is a common cause of subacute regional lymphadenopathy,
      not only in children but also in adults. Serological and molecular studies
      demonstrated that Bartonella henselae is the etiologic agent in most cases of
      CSD. Amplification of B. henselae DNA in affected tissue and detection of
      antibodies to B. henselae are the two mainstays in the laboratory diagnosis of
      CSD. We designed a retrospective study and investigated formalin-fixed,
      paraffin-embedded lymph nodes from 60 patients (25 female, 35 male) with
      histologically suspected CSD by PCR amplification. The sensitivities of two
      different PCR assays were compared. The first primer pair amplified a 296-bp
      fragment of the 16S rRNA gene in 36 of the 60 samples, corresponding to a
      sensitivity of 60%. The second primer pair amplified a 414-bp fragment of the
      htrA gene in 26 of the 60 lymph nodes, corresponding to a sensitivity of 43.3%.
      Bartonella DNA could be detected in a total of 39 (65%) of the 60 lymph nodes
      investigated. However, histopathologic findings are typical but not specific for 
      CSD and cannot be considered as a "gold standard" for diagnosis of CSD. The
      sensitivity of the PCR assays increased from 65 to 87% if two criteria (histology
      and serology) were used in combination for diagnosis of CSD. Two genotypes (I and
      II) of B. henselae are described as being involved in CSD. Genotype I was found
      in 23 (59%) and genotype II was found in 9 (23%) of the 39 PCR-positive lymph
      nodes. Seven (18%) lymph nodes were negative in both type-specific PCR assays.
      Thirty (50%) of our 60 patients were younger than 20 years old (15 were younger
      than 10 years), 20 (33%) were between 21 and 40 years old, and 10 (17%) patients 
      were between 41 and 84 years old. Our data suggest that detection of Bartonella
      DNA in patients' samples might confirm the histologically suspected diagnosis of 
      CSD.
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TI  - Cytogenetic diagnosis of "normal 46,XX" karyotypes in spontaneous abortions
      frequently may be misleading.
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AB  - OBJECTIVE: To use the molecular identification of Y chromosome material in
      products of conception cytogenetically diagnosed as "46,XX" to confirm the
      occurrence of inaccurate cytogenetic test results most likely attributable to
      maternal cell contamination. DESIGN: Retrospective analysis. SETTING: Academic
      medical center. PATIENT(S): Thirty-four archival tissues from cases of
      spontaneous abortion with a "46,XX" karyotype based on cytogenetic analysis.
      INTERVENTION(S): Maternal and villus DNA were extracted from microdissected,
      formalin-fixed, paraffin-embedded archival tissues. The presence of the X and Y
      chromosomes was detected with the use of polymerase chain reaction assays and
      confirmed with fluorescence in situ hybridization. MAIN OUTCOME MEASURE(S):
      Accuracy of cytogenetic evaluation of products of conception. RESULT(S): Four
      (29%) of 14 first trimester and 1 (5%) of 20 second trimester "46,XX" pregnancy
      losses contained Y chromosome-specific DNA and demonstrated a single X
      chromosome-specific allele by polymerase chain reaction analysis consistent with 
      an "XY" karyotype. Fluorescence in situ hybridization was confirmatory in 4 of 5 
      samples that demonstrated single X and Y signals in villus cells. CONCLUSION(S): 
      Inaccuracy exists in the cytogenetic analysis of early products of conception
      that most likely is due to maternal cell contamination. In the absence of
      confirmatory testing, such as with a "DNA fingerprinting" assay, reports of a
      "46,XX" karyotype should be used cautiously in patient counseling and management.
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TI  - A novel immunohistochemical assay for the detection of Ebola virus in skin:
      implications for diagnosis, spread, and surveillance of Ebola hemorrhagic fever. 
      Commission de Lutte contre les Epidemies a Kikwit.
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AB  - Laboratory diagnosis of Ebola hemorrhagic fever (EHF) is currently performed by
      virus isolation and serology and can be done only in a few high-containment
      laboratories worldwide. In 1995, during the EHF outbreak in the Democratic
      Republic of Congo, the possibility of using immunohistochemistry (IHC) testing of
      formalin-fixed postmortem skin specimens was investigated as an alternative
      diagnostic method for EHF. Fourteen of 19 cases of suspected EHF met the
      surveillance definition for EHF and were positive by IHC. IHC, serologic, and
      virus isolation results were concordant for all EHF and non-EHF cases. IHC and
      electron microscopic examination showed that endothelial cells, mononuclear
      phagocytes, and hepatocytes are main targets of infection, and IHC showed an
      association of cellular damage with viral infection. The finding of abundant
      viral antigens and particles in the skin of EHF patients suggests an
      epidemiologic role for contact transmission. IHC testing of formalin-fixed skin
      specimens is a safe, sensitive, and specific method for laboratory diagnosis of
      EHF and should be useful for EHF surveillance and prevention.
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TI  - Prognostic value of proliferating cell nuclear antigen immunostaining in
      pediatric rhabdomyosarcomas.
PG  - 573-9
AB  - BACKGROUND: The levels of proliferating cell nuclear antigen (PCNA) are almost
      negligible in long-term quiescent cells and increase dramatically during the cell
      cycle. Recently, the monoclonal antibodies to PCNA have been used to demonstrate 
      the proliferative component of paraffin-embedded tumor tissues. It has been shown
      to be available as a simple histological marker of proliferative activity and the
      PCNA labeling index has been correlated with the prognosis of several malignant
      neoplasms. METHODS: Formalin fixed, paraffin embedded tissue specimens of 29
      primary pediatric rhabdomyosarcomas were immunostained by using an anti-PCNA
      monoclonal antibody (DAKO PCNA PC10). The relationship between the PCNA index and
      prognosis, clinicopathological features and survival were assessed
      retrospectively. RESULTS: The mean PCNA index for the whole series was 54%. There
      was no correlation between PCNA index and any of the clinicopathological
      characteristics. However, patients having tumors with a high (> 54%) PCNA index
      demonstrated significantly lower survival rates than tumors with a low (< 54%)
      PCNA index (P = 0.01). Moreover, there were significantly more patients with
      relapse or progressive disease in the high PCNA index group (P = 0.005).
      CONCLUSION: The PCNA labeling index can be a useful prognostic factor and a good 
      indicator of recurrence and/or survival in patients with rhabdomyosarcoma.
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TI  - Ki-67 immunolabelling index is a prognostic indicator in childhood posterior
      fossa ependymomas.
PG  - 434-40
AB  - Conventional histological evaluation and subclassification of childhood
      ependymomas poorly predict their biological behaviour. The Ki-67 labelling index 
      (Ki-67 LI), a measure of growth fraction, correlates with the biological
      behaviour of several neoplasms, and this retrospective study tested the
      hypothesis that Ki-67 LI is a prognostic indicator in childhood posterior fossa
      ependymomas. Immunocytochemistry using an antibody to Ki-67 was undertaken on 5
      microns sections of formalin-fixed, paraffin-embedded tissue from 74 cases of
      childhood (age < 16 years.) posterior fossa ependymoma. A Ki-67 LI was
      established by counting the proportion of labelled nuclei in more than 1000 cells
      from several histological fields. Several clinical and histological variables
      (including Ki-67 LI) potentially associated with survival were entered into
      univariate and multivariate analyses using a Cox proportional hazards model.
      Variables that showed a significant and independent association with survival
      were Ki-67 LI (P < 0.002), whether total surgical resection had been achieved
      according to operation records (P < 0.03), and whether no adjuvant therapy had
      been given (P < 0.01). Age, sex, and the presence of necrosis or microvascular
      proliferation did not correlate with survival. In our defined population of
      patients with ependymomas, Ki-67 LI is a strong prognostic indicator. We
      recommend that Ki-67 LI is used in the histological evaluation of childhood
      posterior fossa ependymomas during trials of novel adjunctive therapies.
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TI  - Field study on the distribution of Entamoeba histolytica and Entamoeba dispar in 
      the northern Philippines as detected by the polymerase chain reaction.
PG  - 916-21
AB  - We used the polymerase chain reaction (PCR) to study the distribution of
      Entamoeba histolytica and E. dispar in 1,872 individuals in 14 communities in the
      northern Philippines. Here we report a field study using a DNA extraction
      protocol from formalin-fixed stool specimens as previously reported. This assay
      detected 137 stools (7.318%) containing E. dispar and 18 stools (0.961%)
      containing E. histolytica. The most affected age group for E. histolytica/E.
      dispar infections were those 5-14 years of age. There was no significant
      difference in the sex distribution of E. histolytica, while in the case of E.
      dispar, a higher prevalence was observed in females (9.186%) than in males
      (5.731%) (P < 0.01). An apparent clustering of stool-positive cases of E.
      histolytica and E. dispar was also observed in the northern part of the study
      area. The results of this survey demonstrate that E. dispar is highly prevalent
      in the communities studied. Moreover, it offers promise for the PCR using DNA
      extracted from formalin-fixed stools as a sensitive epidemiologic tool for
      detecting E. histolytica and E. dispar infections.
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TI  - High-field magnetic resonance imaging of the developing human brain from the 10th
      to the 16th week of gestational Age.
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AB  - In the present work, high-field magnetic resonance imaging (HF-MRI) was applied
      to study the developing human brain paying particular attention to the structures
      of interest in pathology of malformation. The aim of the work was to evaluate the
      possible application of HF-MRI to the analysis of brain development in the
      absence of some limits of conventional histological technique. Seven
      formalin-fixed human fetuses of 50, 65, 70, 85, 110, 116 and 125 mm crown/ rump
      length (corresponding to a gestational age ranging from 10 to 16 weeks) were
      examined in an imager-spectrometer equipped with a 4. 7-tesla horizontal magnet
      with a 33-cm bore. In the brain of all the fetuses the telencephalic,
      mesencephalic and rhombencephalic vesicles were recognizable and an easy
      quantitative evaluation of the brain curvatures in the absence of distortion due 
      to dissection was possible. Comparing fetuses at different gestational ages, the 
      spatial modification of the different vesicles was evident. In fetuses at 16
      weeks of gestational age, stratified compartments of the telencephalic wall were 
      evident. The germinal zone and the cortical plate were visible: the germinal
      layer was identifiable as a hypointensity in the periventricular area. The
      subplate zone and the intermediate zone emitted a strong intensity signal. Our
      study demonstrates that HF-MRI can contribute to the study of the complex
      developmental events in the human brain from the 10th to 16th week of gestational
      age in a submillimetric scale of resolution. This technique can provide
      information about the morphology of the encephalic vesicles and their relations
      with the bone cavity that cannot be obtained with conventional methods and may be
      a useful adjunct to histological techniques.
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TI  - Epidemiology of giardiasis and cryptosporidiosis in Jamaica.
PG  - 717-21
AB  - We report the findings of a cross-sectional epidemiologic study of Giardia
      lamblia and Cryptosporidum infections in Jamaica. Three hundred twenty eight
      stool samples from patients less than one to 81 years of age were examined using 
      formalin-ether concentration for G. lamblia, Zeihl-Neelsen staining for
      Cryptosporidium, and the Prospect rapid enzyme immunoassay (EIA; Alexon,
      Sunnyvale, CA) for parasite diagnosis. The Prospect Giardia rapid assay detected 
      17 cases of G. lamblia infection compared with six by formalin-ether
      concentration. However, the Prospect Cryptosporidum EIA did not increase the rate
      of detection of Cryptosporidum when compared with Zeihl-Neelsen staining.
      Cryptosporidum infections were most frequently diagnosed in children less than
      five years old and prevalence decreased with age. In contrast, the prevalence of 
      giardiasis increased as children became older. There were no associations between
      the infections and stool consistency, clinical manifestations, or sex of the
      individuals. The contribution of the parasites to childhood morbidity will depend
      on accurate laboratory diagnosis.
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TI  - Cryptosporidiosis in pediatric patients.
PG  - 197-200
AB  - Cryptosporidium was detected in 21 (3.8%) individual stool samples collected from
      553 pediatric patients hospitalized in our center employing a Telemann
      concentration technique (formalin-ether-centrifugation) and stained with the
      modified Kinyoun method. The mean age of populations with Cryptosporidiosis (16
      boys and 5 girls) was 11 months; 15 months for girls and 6.5 for boys. Ages of
      81% of them were less than 19 months. Seventy-six per cent of patients lived on
      the outskirts of Buenos Aires and 71% lacked pretreated running water at home. In
      62% of the cases parasitological diagnoses coincided with warm seasons. At
      diagnosis mucous (63%) or watery (36%) diarrhea was presented in 90% of the
      patients with a median of 5 (3-8) bowel movements per day. Fever was presented in
      66% of patients while abdominal pain and vomits in 60% and 52%, respectively. The
      median time from hospitalization up to parasitologic diagnosis was 20 days.
      Concomitant diseases observed were malnutrition, acute leukemia, bronchiolitis,
      HIV infection, anemia, celiac disease, myelofibrosis, vitelline sac tumor,
      neutropenia, osteosarcoma and dehydration. Cryptosporidiosis in our environment
      seems to occur more frequently in children younger than 18 months of age; who
      present diarrhea; are immunodeficient; come from a low socioeconomical
      background; and who live in poor sanitary conditions with no potable running
      water.
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TI  - Detection of enteroviral RNA in end-stage dilated cardiomyopathy in children and 
      adolescents.
PG  - 364-71
AB  - Medical records and archival myocardial specimens of 33 children and adolescents 
      with end-stage idiopathic dilated cardiomyopathy (IDCM) were collected to
      evaluate retrospectively the potential role of enteroviral persistence in the
      pathogenesis of IDCM. The clinical history and laboratory assessment of each
      patient were reviewed carefully in order to obtain information on the nature and 
      etiology of infections in the past and at the time of diagnosis of
      cardiomyopathy. Sixty-four formaldehyde-fixed, paraffin-embedded myocardial
      specimens, obtained from endomyocardial biopsies (n = 5), explanted hearts (n =
      10), or autopsies (n = 49), were studied by the polymerase chain reaction (PCR)
      and by in situ hybridization to detect enteroviral RNA in the specimens. Control 
      specimens included 34 formaldehyde-fixed, paraffin-embedded myocardial specimens 
      from children with other cardiomyopathies, metabolic diseases, structural heart
      defects, or various noncardiac malignancies. The presence of cellular RNA in the 
      specimens was confirmed by amplification of glyceraldehyde-3-phosphate
      dehydrogenase (GAPDH) mRNA or beta-actin mRNA as positive controls. Only one
      specimen from the 32 IDCM patients with appropriate myocardial specimens was
      positive for enteroviral RNA by PCR. Sequence analysis of the amplified viral
      segment showed a significant degree of homology between the viral sequence and
      echovirus 1. One specimen from the control patients also appeared positive by
      PCR, but sequence analysis of the amplified viral segment revealed it as
      rhinovirus 16. The results do not indicate any significant role for enteroviral
      persistence in end-stage childhood IDCM, although they need to be confirmed using
      a prospective study with fresh frozen specimens. However, mechanisms other than
      viral persistence may be more important in the progression of IDCM to end-stage
      heart failure in this age group.
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TI  - Retrospective analysis of ploidy in primary osseous and extraosseous Ewing family
      tumors in children.
PG  - 493-8
AB  - AIMS: To retrospectively study the DNA content in a series of childhood Ewing
      Family Tumors (EFT), and to investigate its prognostic value. METHODS: The study 
      was performed on a series of 27 EFTs (osseous Ewing's sarcoma, 18 cases;
      extraosseous Ewing's sarcoma, 2; peripheral neuroepithelioma, 4; Askin Rosai
      tumors, 3). Ploidy was investigated using both flow cytometry (FCM) and image
      cytometry (ICM) on tumor cell suspensions from formalin-fixed paraffin-embedded
      specimens or fresh frozen tissue obtained from the primary tumor at diagnosis.
      RESULTS: Ploidy was evaluable by FCM in all cases, and by ICM in 23/27. When
      fresh frozen tissue and paraffin-embedded samples from the same tumor were
      available for analysis, they yielded equal results. The rate of agreement between
      FCM and ICM was 82%. The majority of cases were diploid, and in the present
      series aneuploidy seemed to be associated with a poor outcome. CONCLUSIONS: These
      results suggest that aneuploidy could be an indicator of a bad prognosis in EFT; 
      however, the small number of cases precludes any conclusion of statistical value.
      Larger retrospective studies on ploidy using archival material could be performed
      and their reliability is supported by the concordance of results from fresh and
      formalin-fixed tissue.
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TI  - Presence of human papillomavirus in extrahepatic biliary atresia.
PG  - 530-5
AB  - BACKGROUND: In a previous study the human papillomavirus DNA was detected in
      seven cases of so-called idiopathic neonatal giant cell hepatitis by using nested
      polymerase chain reaction. The purpose of the present study was to study the
      prevalence and possible common causes of human papillomavirus-associated
      idiopathic neonatal giant cell hepatitis and extrahepatic biliary atresia.
      METHODS: Formalin-fixed, paraffin-embedded archival tissues obtained in 18 cases 
      of extrahepatic biliary atresia were studied for human papillomavirus DNA by
      nested polymerase chain reaction. In addition, in situ hybridization was
      performed on tissue obtained in 6 cases. RESULTS: Tissue in 16 of the 18 cases
      studied showed amplified human papillomavirus DNA, whereas no human
      papillomavirus was amplified in any of 30 control samples. Main human
      papillomaviruses detected were types 6 and 18. Punctate intranuclear positive
      signals were detected in the hepatocytes after in situ hybridization for human
      papillomavirus DNA. CONCLUSIONS: The high prevalence of human papillomavirus DNA 
      in liver tissue in cases of extrahepatic biliary atresia suggests a strong
      correlation between this disorder and idiopathic neonatal giant cell hepatitis.
      It further suggests that this virus may be one of the causative agents in
      extrahepatic biliary atresia and may represent part of the spectrum of lesions
      associated with neonatal human papillomavirus-induced hepatic damage.
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TI  - Dorsal root ganglion injuries in 109 blunt trauma fatalities.
PG  - 335-9
AB  - In an autopsy study of 180 cervical spines, 109 were from victims of fatal blunt 
      injury. A search was made for injuries to the dorsal root ganglia. The whole
      cervical spines, from the skull base to T1, were formalin fixed, deep frozen and 
      sagittally sectioned on a specially adapted band saw in 2.5 mm thick slices. In
      15 of the 109 fatally injured individuals, 44 examples of interstitial
      haemorrhage into a dorsal root ganglion (DRG) were found. This was sometimes
      accompanied by neural tissue disruption, visible only on histological study. The 
      intraneural DRG haemorrhage was found in 13.8 per cent of all the injured
      individuals, but this prevalence rose to 34.5 per cent when only those (29)
      individuals surviving the injury between 2 h and 7 days were considered. The
      possible relevance of such injuries, in survivors of injury, to acute and chronic
      pain syndromes is discussed.
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TI  - Intraepithelial leukocytes in endometriosis and adenomyosis: comparison of
      eutopic and ectopic endometrium with normal endometrium.
PG  - 2910-5
AB  - Intraepithelial leukocytes (IEL) are recognized as an important component of most
      mucosal surfaces but have received scant attention in the human female
      reproductive tract. The aim of the present study was to characterize, quantify
      and compare IEL populations in normal endometrium (n = 30) and in eutopic and
      ectopic (endometriotic or adenomyotic lesions) endometrium from women with
      endometriosis (n = 30) or adenomyosis (n = 15) at different menstrual cycle
      phases in order to assess the role of IEL in these common but poorly understood
      disorders. IEL populations were examined in formalin-fixed, paraffin-embedded
      sections using a streptavidin-biotin-peroxidase complex technique and quantified 
      in relation to epithelial cell numbers. IEL in control endometrium and eutopic
      endometrium in endometriosis and adenomyosis varied during the menstrual cycle,
      with CD45+, CD43+ and CD56+ cells increasing from the proliferative to the late
      secretory phase. IEL were elevated in surface compared with glandular epithelium 
      in the proliferative and early secretory phases. Throughout the menstrual cycle
      there were no significant differences in IEL between eutopic and ectopic
      endometrium in adenomyosis. Endometriotic foci, however, contained elevated
      levels of CD45+, CD3+ and CD8+ cells and reduced numbers of CD56 + cells compared
      with the corresponding eutopic endometrium and these did not vary with menstrual 
      cycle phase. In contrast, ectopic endometrium in adenomyosis showed some cyclical
      changes with CD56+ cells increasing significantly in the late secretory phase. It
      is possible these differences may play a role in the pathogenesis of
      endometriosis and the associated complications.
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TI  - Monoclonal antibodies specific for rat relaxin. X. Endogenous relaxin induces
      changes in the histological characteristics of the rat vagina during the second
      half of pregnancy.
PG  - 4726-34
AB  - This study employed morphometric analysis to evaluate changes in the histological
      characteristics that accompany relaxin-induced growth and softening of the vagina
      during the second half of rat pregnancy. There were three treatment groups (N =
      4/group). Five milligrams of a monoclonal antibody for rat relaxin, designated
      MCA1, were injected i.v. daily on days 12-21 of gestation to treatment group
      MCA1. Control groups received either 5 mg of monoclonal antibody for fluorescein 
      (MCAF; monoclonal antibody control) or 0.5 ml PBS (vehicle control). Vaginas were
      removed on day 22 of pregnancy, fixed in 10% neutral-buffered formalin, and
      embedded in paraffin. Tissue sections (5 microm) were stained with Gomori's
      trichrome to visualize collagen, or orcein to visualize elastin. Measurements
      were performed with a light microscope equipped with a video camera connected to 
      a computer. Within the vaginal stroma, the density of collagen fiber bundles was 
      lower, the length of elastin fibers was shorter, and the cross-sectional area and
      wall thickness of arteries were greater in relaxin-replete control rats than in
      relaxin-deficient MCA1-treated rats. These relaxin-induced changes in the stroma 
      appear to account, at least in part, for the hormone's softening effect on the
      vagina. Within the epithelium, there were approximately 2-fold more basal and
      mucus-secreting cells in relaxin-replete control rats than in MCA1-treated rats. 
      The relaxin-induced accumulation of epithelial cells appears to contribute to
      vaginal growth. We conclude that relaxin plays a role in preparing the vagina as 
      well as the cervix for rapid and safe delivery in pregnant rats.
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TI  - Proliferative activity (MIB-1 index) is an independent prognostic parameter in
      patients with high-grade soft tissue sarcomas of subtypes other than malignant
      fibrous histiocytomas: a retrospective immunohistological study including 216
      soft tissue sarcomas.
PG  - 536-46
AB  - AIMS: To evaluate the prognostic value of tumour proliferative activity, p53
      accumulation and bcl-2 expression in a retrospective series of 216 patients with 
      soft tissue sarcomas (STS). METHODS AND RESULTS: The immunohistochemical analyses
      were performed on formalin-fixed, paraffin-embedded tissue. The proliferative
      activity was assessed by use of the monoclonal antibody MIB-1 and evaluated in
      multiple, random systematic sampled fields of vision. The percentage of
      proliferating cells (the MIB-1 index) ranged between 1% and 85% (median 12%). A
      significant increase in mean MIB-1 index was seen with increasing histological
      malignancy grade. Variation in the incidence of p53 accumulation and bcl-2
      positivity among different histological subtypes was observed. p53 accumulation
      was frequent in synovial sarcomas and leiomyo- and rhabdomyosarcomas, whereas
      bcl-2 preferentially was expressed in synovial sarcomas. Univariate analysis
      identified patient age, tumour size, histological grade of malignancy, MIB-1
      index and p53 accumulation as significant prognostic parameters. Multivariate Cox
      analysis, including tests for interaction terms between histological subtypes and
      MIB-1 index, showed independent prognostic effect of MIB-1 index and tumour size 
      in patients with high-grade tumours of other subtypes than malignant fibrous
      histiocytoma (MFH). CONCLUSIONS: Histopathological malignancy grading is the most
      important single prognostic factor for overall survival in STS, but estimation of
      MIB-1 index is useful for identifying the least favourable subgroup of high grade
      STS of other subtypes than MFH, for whom adjuvant therapy may be indicated.
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TI  - Pathology of arrested acinar development in postsurfactant bronchopulmonary
      dysplasia.
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AB  - To define the pathology of bronchopulmonary dysplasia (BPD) in surfactant-treated
      patients (S-BPD), we reviewed 22 BPD patients (14 S-BPD and eight
      non-surfactant-treated [NS-BPD]) and 15 age-matched controls, the lungs from
      which had been processed after formalin inflation. These were studied for
      surfactant therapy, postconceptional age, crown-rump length, weight at autopsy,
      radial alveolar count (RAC), mean linear intercept (MLI), RAC/MLI ratio, and
      amount and extent of fibrosis. On trichrome staining, there was no alveolar
      septal fibrosis in the control group, whereas there was mild to moderate alveolar
      septal fibrosis in 5 of 14 S-BPD patients, of which three had fibrosis in most or
      all of the acini. In contrast, seven of eight NS-BPD had moderate to severe
      alveolar septal fibrosis in scattered acini throughout the lung. The patients
      were divided into two groups, with the first group having a postconceptional age 
      at the time of death of up to 40 weeks' gestation. In group 1, the RAC in S-BPD
      (nine patients) was significantly lower than that of the controls (seven
      patients); mean, 4.14 and 5.13, respectively (P = .016), whereas the RAC in the
      NS-BPD (four patients) and the MLI in both S-BPD and NS-BPD were not
      statistically significantly different. In group 2, those with adjusted age
      greater than term, the mean RAC, a measure of acinar complexity, was 3.89 in the 
      S-BPD (five patients) and 3.90 in the NS-BPD (four patients), whereas in the
      control group (eight patients), it was 5.79 (P = .0007). The mean MLI, a measure 
      of alveolar size, was 0.21 and 0.17 in the S-BPD and NS-BPD groups, respectively,
      each of which was significantly greater than the mean value of 0.12 in the
      control group (P = .0003). The comparison of RAC/MLI ratios showed similar
      statistically significant differences. Based on these results, we conclude that
      (1) the amount of alveolar septal fibrosis is substantially less and tends to be 
      more diffuse in S-BPD than in NS-BPD; (2) during the period after birth, there is
      a partial to complete arrest in acinar development (alveolar saccular and
      alveolar) of similar severity for S-BPD and NS-BPD; and (3) even though on
      histological examination there are minimal changes, RAC, MLI, and their ratio may
      be used to support the diagnosis of BPD and help in assessing the amount of lung 
      damage that occurs in S-BPD.
AD  - Loyola University Medical Center, Maywood, IL, USA.
FAU - Husain, A N
AU  - Husain AN
FAU - Siddiqui, N H
AU  - Siddiqui NH
FAU - Stocker, J T
AU  - Stocker JT
LA  - eng
PT  - Comparative Study
PT  - Journal Article
PL  - UNITED STATES
TA  - Hum Pathol
JT  - Human pathology
JID - 9421547
RN  - 0 (Biological Agents)
RN  - 0 (Drug Combinations)
RN  - 0 (Fatty Alcohols)
RN  - 0 (Polyethylene Glycols)
RN  - 0 (Pulmonary Surfactants)
RN  - 107-73-3 (Phosphorylcholine)
RN  - 108778-82-1 (beractant)
RN  - 99732-49-7 (Exosurf)
SB  - IM
MH  - *Biological Agents
MH  - Body Weight
MH  - Bronchopulmonary Dysplasia/drug therapy/*pathology
MH  - Drug Combinations
MH  - Fatty Alcohols/*adverse effects
MH  - Female
MH  - Humans
MH  - Infant
MH  - Infant, Newborn
MH  - Infant, Premature
MH  - Organ Size
MH  - *Phosphorylcholine
MH  - Polyethylene Glycols/*adverse effects
MH  - Pregnancy
MH  - Pregnancy Trimester, Second
MH  - Pregnancy Trimester, Third
MH  - Pulmonary Alveoli/drug effects/embryology/*pathology
MH  - Pulmonary Fibrosis/*chemically induced/pathology
MH  - Pulmonary Surfactants/*adverse effects
MH  - Retrospective Studies
EDAT- 1998/07/22
MHDA- 1998/07/22 00:01
CRDT- 1998/07/22 00:00
PST - ppublish
SO  - Hum Pathol. 1998 Jul;29(7):710-7.

PMID- 9631308
OWN - NLM
STAT- MEDLINE
DA  - 19980820
DCOM- 19980820
LR  - 20061115
IS  - 1083-4389 (Print)
IS  - 1083-4389 (Linking)
VI  - 3
IP  - 2
DP  - 1998 Jun
TI  - Helicobacter pylori (H. pylori) in gastric mucosa of children with abdominal
      complaints: immunohistochemistry detects antigen-reactive corpus mucosa cells.
PG  - 103-9
AB  - BACKGROUND: Previous morphological and serological studies of gastric
      Helicobacter pylori (H. pylori) colonization among Estonian children with
      abdominal complaints, as well as among populations of schoolchildren, have shown 
      a high prevalence of H. pylori (49-60%). Based on published data concerning the
      high specificity and sensitivity of immunohistochemical detection of H. pylori,
      we examined the prevalence of H. pylori in gastric biopsy specimens of Estonian
      children by different localization and morphological type of gastritis comparing 
      Giemsa staining with immunohistochemistry. MATERIAL AND METHODS: Formalin-fixed
      biopsies (107 antral, 108 corpus mucosa) of 112 children (41 boys, 71 girls, age 
      range 1-16 years, median age 12 years) with abdominal complaints were stained
      with hematoxylin & eosin and Giemsa stains, as well as examined using the
      peroxidase antiperoxidase (PAP) method with polyclonal antibodies to H. pylori.
      RESULTS: Gastritis of any degree and localization was found in 84/112 (75%)
      children. Using Giemsa staining H. pylori were detected in 83/112 (74%) of all
      children, and by use of the PAP method in 55/112 (49%) (p = .001). Concordance of
      the results of immunohistochemical and Giemsa methods in antrum biopsies was 70%,
      in corpus biopsies 73%. In 12 out of 108 (11%) corpus mucosa specimens a positive
      staining with anti-H. pylori IgG was localized in the cytoplasma of corpus
      mucosal cells in the neck part of the glands. CONCLUSIONS: The prevalence of H.
      pylori was higher when employing the Giemsa stain in comparison with
      immunohistochemistry. Antibody reactivity of cells in the neck part of the corpus
      glands may either be due to cross-reactivity of anti-H. pylori IgG with
      epithelial cell epitopes, or to internalization of H. pylori by these cells,
      suggesting a pathogenic role of neck cells in an anti-H. pylori immune response.
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TI  - Adnexal skin tumors in Zaria, Nigeria.
PG  - 6-10
AB  - BACKGROUND: Adnexal skin tumors share many features in common and differentiate
      along one line. Their detailed morphological classification is difficult because 
      of the variety of tissue elements and patterns seen. They may be clinically
      confused with other cutaneous tumors. The aim of this report is to review and
      classify all adnexal tumors seen in a pathology department over a 16-year period.
      METHOD: A 16-year retrospective analysis of all adnexal skin tumors seen in a
      large University Teaching Hospital in Nigeria from January 1991- December 2006.
      All tissue specimens were fixed in 10% formalin, processed in paraffin wax and
      stained with Haematoxylin and Eosin. Histology slides were retrieved, studied and
      lesions characterized. RESULTS: Fifty-two adnexal tumors were seen, accounting
      for 0.9% of all cutaneous tumors seen within the same period. The median age was 
      33 years (range: 4 days-70 years). Clinical presentations varied from discreet
      swellings and nodules to ulcerated masses. Five patients presented with recurrent
      lesions. Only two cases had a clinical diagnosis of adnexal tumor. Twenty-four
      (46%) of the lesions were distributed in the head and neck region. Duration of
      symptoms was 2 months to 15 years (median: 12 months). Tumours of the sweat gland
      were the commonest--41 (78.8%); they comprised predominantly eccrine acrospiroma 
      (17), characterized histologically by solid nests of round to polygonal cells
      with clear to eosinophilic cytoplasm, forming tubules in areas. Tumours of
      sebaceous gland were 7 (13.5%); they comprised mainly Nevus sebaceous of
      Jadassohn (6), composed of immature sebaceous glands and pilar structures
      microscopically and a solitary sebaceous adenoma. Tumours of hair follicle were 4
      (7.7%) and included trichoepithelioma, characterized microscopically by multiple 
      horn cysts and epithelial tracts connecting abortive pilar structures and a
      trichofolliculoma. Forty-six lesions (88.5%) were benign and six (11.5%)
      malignant. CONCLUSION: Adnexal skin tumors have distinct histological patterns
      which differentiates them from other cutaneous tumors. They are commonly
      distributed in the head, neck and trunk. The commonest variants are those of
      eccrine sweat gland origin. Malignant adnexal tumors are uncommon in our setting.
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TI  - Epidermodysplasia verruciformis-associated and genital-mucosal high-risk human
      papillomavirus DNA are prevalent in nevus sebaceus of Jadassohn.
PG  - 279-94
AB  - BACKGROUND: The hamartoma nevus sebaceus (NS) presents at birth or early
      childhood as a yellowish plaque characterized histologically by variable
      acanthosis, papillomatosis, sebaceus hyperplasia, and proliferations of adnexal
      structures. Clinically apparent human papillomavirus (HPV) infection is also
      recognized by acanthosis and papillomatosis. OBJECTIVE: We sought to determine
      the prevalence and physical state of HPV DNA in NS. METHODS: DNA was retrieved
      from 44 formalin-fixed, paraffin-embedded samples of NS (22 with secondary tumors
      [eg, trichoblastoma, verruca, syringocystadenoma papilliferum] and two epidermal 
      nevi [EN]). Nested polymerase chain reaction with multiple degenerate consensus
      and type-specific primers and direct sequencing of polymerase chain reaction
      products was performed. For selected cases, in situ hybridization using probes
      specific for HPV 5 and 8 and for high-risk genital-mucosal HPV types was
      performed. RESULTS: HPV DNA was detected in 82% of NS and both EN, and consisted 
      of genital-mucosal HPV types in 52% (HPV 6, 16, and 33) and a diverse variety of 
      epidermodysplasia verruciformis-associated HPV types in 61%, including well-known
      epidermodysplasia verruciformis HPV types (5, 8, 15, 20, 22, 24, 36, 37, 38, and 
      80) and putatively novel epidermodysplasia verruciformis HPV types (DL285, DL287,
      DL436, and alb-1, -2, -3, -5, -6, -7, -8, -10, -11, -12, and -13). HPV
      coinfection was frequent, found in 48% (two HPV genotypes in 35% and 3 in 13%).
      Of NS and EN, 42% had HPV genotypes associated with cancer (ie, HPV 5, 8, 16, 20,
      33, and 38); the two most commonly identified HPV types where HPV 16 (39%) and
      HPV 38 (18%). No differences were detected comparing frequency of HPV DNA
      detected with respect to age or presence of a secondary tumor. Histologically,
      all NS and EN showed HPV-associated cytopathic effects (ie, perinuclear halos,
      altered keratohyaline granules). By in situ hybridization, 64% (18/28) were
      positive, showing a low-intensity, punctate nuclear signal in epidermal and
      adnexal keratinocytes, indicating viral integration and low viral genome copy
      number. LIMITATIONS: Absence of adjacent, uninvolved normal-appearing skin
      control samples. CONCLUSION: HPV DNA is prevalent in NS, and HPV 16, the most
      frequently detected genotype, appears to be integrated into the host genome.
      Whether HPV represents a commensal infection caused by localized cutaneous
      predisposition, or is an essential factor in the pathogenesis of NS is unknown.
      The high frequency of oncogenic HPV types implicates maternal transmission of HPV
      and infection of an ectodermal stem cell leading to an epigenetic mosaic and
      altered skin development manifested along Blaschko's lines.
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TI  - The prevalence of intestinal parasites in the province of Izmir, Turkey.
PG  - 839-45
AB  - Stool samples of a total of 2,047 people in Izmir province were examined by wet
      mount, formalin ethyl acetate concentration, and trichrome staining methods with 
      an aim to reveal the prevalence of intestinal parasites in Izmir together with
      related personal and environmental risk factors. Geographical mapping showing the
      density and variation of the species of intestinal parasites in Izmir was done
      after all maps were scaled, and the coordinates were determined with GeoMedia5.0.
      The prevalence of the intestinal parasites was found to be 25.6% in Izmir, with a
      variation between the districts. Blastocystis hominis was the leading parasite,
      and the prevalence of parasites was higher in children compared to adults;
      however, the difference was statistically insignificant. There was also no
      significant difference between the parasite prevalence and sex, marital status,
      education, income, frequent eating outside, and habitual raw meat eating.
      Significant differences were found between the parasite prevalence and crowded
      families, early immigrants, individuals with no social security, and people
      living in close contact with their livestock. The parasites were found to be less
      common among individuals who had been drinking bottled water and living in a
      house with a sewage system. The results demonstrated a correlation between the
      intestinal parasites and environmental conditions in our study group. We further 
      plan to expand the study group to cover all regions of Turkey.
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TI  - Anogenital dermatitis in patients referred for patch testing: retrospective
      analysis of cross-sectional data from the North American Contact Dermatitis
      Group, 1994-2004.
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AB  - OBJECTIVES: To characterize patients with anogenital dermatitis referred for
      patch testing by the North American Contact Dermatitis Group, to identify common 
      allergens, and to explore sex associations. DESIGN: Retrospective,
      cross-sectional analysis of the North American Contact Dermatitis Group database,
      1994-2004. PATIENTS: Five hundred seventy-five patients with anogenital signs or 
      symptoms were referred for patch testing; 347 had anogenital disease only. MAIN
      OUTCOME MEASURE: Currently relevant allergic patch test reaction in patients with
      anogenital signs or symptoms. RESULTS: Sex percentages and mean age were not
      significantly different in patients with anogenital involvement only compared
      with those without anogenital involvement. In patients with anogenital
      involvement only, a final diagnosis of "other dermatoses" was statistically
      significantly more common in female patients compared with male patients (n =
      347; relative risk, 1.99; 95% confidence interval, 1.37-2.91), but the diagnosis 
      of allergic contact dermatitis was not associated with sex. Specific allergens
      that were statistically significantly more common in patients with anogenital
      involvement included cinnamal (or cinnamic aldehyde), dibucaine, benzocaine,
      hydrocortisone-17-butyrate, and budesonide (all P < .005). Those that were
      statistically significantly less frequent included quaternium-15, cobalt
      chloride, formaldehyde, p-phenylenediamine, and thiuram mix (all P < .04).
      Seventy-three patients had anogenital allergic contact dermatitis, defined as
      anogenital involvement only, allergic contact dermatitis as the only diagnosis,
      and at least 1 positive reaction of current clinical relevance. In that subgroup,
      the most common allergen sources were cosmetics, medications, and
      corticosteroids. CONCLUSION: In patients in the North American Contact Dermatitis
      Group with anogenital involvement only, male and female patients were equally
      likely to have allergic contact dermatitis but female patients were more likely
      to have other dermatoses. Common allergens and sources consisted of those likely 
      to have contact with the anogenital area.
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TI  - Focal adhesion kinase expression in human neuroblastoma: immunohistochemical and 
      real-time PCR analyses.
PG  - 3299-305
AB  - PURPOSE: The focal adhesion kinase (FAK) is a nonreceptor protein tyrosine kinase
      important in signaling between cells and their extracellular matrix. Studies have
      shown that FAK expression is up-regulated in several human tumors and is related 
      to tumor progression. We recently found an increase in p125(FAK) expression in
      human neuroblastoma cells lines and wished to determine its expression in human
      neuroblastoma specimens and evaluate for a possible correlation between p125(FAK)
      expression and known prognostic factors for neuroblastoma. We hypothesized that
      p125(FAK) expression would be up-regulated in advanced human neuroblastomas.
      EXPERIMENTAL DESIGN: Using immunohistochemical techniques with monoclonal
      antibody 4.47 specific for p125(FAK) expression, we analyzed 70 formalin-fixed,
      paraffin-embedded human neuroblastoma specimens for p125(FAK) staining. In
      addition, real-time PCR was used to determine the abundance of FAK mRNA in 17
      matched human neuroblastoma mRNA specimens. RESULTS: FAK staining was present in 
      51 of the 70 tumor specimens (73%). Immunohistochemical staining of p125(FAK) in 
      the ganglion-type tumor cells correlated with advanced International
      Neuroblastoma Staging System tumor stages and FAK mRNA abundance. In addition,
      p125(FAK) staining was significantly increased in stage IV tumors with
      amplification of the N-MYC oncogene. CONCLUSIONS: These novel findings provide
      evidence that FAK is expressed by advanced-stage neuroblastoma and provide a
      rationale for targeting FAK in the treatment of this tumor.
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TI  - Placental expression of insulin-like growth factor-I, fibroblast growth
      factor-basic and neural cell adhesion molecule in pregnancies with small for
      gestational age fetuses.
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AB  - OBJECTIVE: To investigate placental expression of insulin-like growth factor-I
      (IGF-I), fibroblast growth factor-basic (FGF-b) and neural cell adhesion molecule
      (N-CAM) regarding the pathogenesis of pregnancies with small for gestational age 
      (SGA) fetuses. STUDY DESIGN: An immunohistochemical analysis using anti-IGF-I,
      anti-FGF-b and anti-N-CAM antibodies was carried out on 4% paraformaldehyde-fixed
      placental tissues of third trimester pregnancies complicated with SGA fetuses
      (n=12) and subjects exhibiting appropriately grown fetuses (n=10). Immunostaining
      patterns of chorionic villi and amniochorionic membranes were assessed. RESULT:
      IGF-I, FGF-b and N-CAM immunostainings in chorionic villi demonstrated
      significantly increased immunoreactivities in cytotrophoblasts of SGA cases,
      whereas increased IGF-I immunostaining in syncitiotrophoblasts and increased
      N-CAM immunostaining in capillary endothelium were noted in the same group.
      IGF-I, FGF-b and N-CAM immunostainings in amniochorionic membranes revealed
      significantly decreased IGF-I immunoreactivities in extravillous trophoblasts and
      increased IGF-I immunoreactivities in decidual cells of SGA cases, while
      significantly decreased N-CAM immunoreactivities in both decidual cells and
      extravillous trophoblasts were noted. FGF-b immunostaining revealed no
      significant differences in both extravillous trophoblasts and decidual cells of
      SGA cases. CONCLUSION: Increased placental expression of IGF-I, FGF-b and N-CAM
      may act in an autocrine and/or paracrine manner to restore the impaired
      trophoblastic proliferation, migration and metabolism at all gestational stages
      by means of a positive feedback mechanism.
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TI  - Detection of human herpesvirus-6, Epstein-Barr virus and cytomegalovirus in
      formalin-fixed tissues from sudden infant death: a study with quantitative
      real-time PCR.
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AB  - BACKGROUND: The role of viruses in the context of sudden infant death in early
      childhood is still unclear, although there are many findings pointing to a viral 
      infection possibly leading to death. OBJECTIVES: To analyse the prevalence and
      viral loads of human herpesvirus-6 (HHV-6), Epstein-Barr virus (EBV), and
      cytomegalovirus (CMV), three viruses that have been previously detected in some
      cases of sudden death in infants, in tissues from sudden infant death syndrome
      (SIDS) patients and controls. MATERIALS AND METHODS: Thirty-nine formalin-fixed
      paraffin-embedded tissue sections of eleven consecutive cases of SIDS, and
      thirty-nine formalin-fixed paraffin-embedded tissue sections of nine control
      cases were analysed by a specific quantitative real-time PCR for the detection of
      HHV-6, EBV, and CMV. RESULTS: The comparison of the whole viral DNA prevalence in
      cases and tissue sections between SIDS and controls showed a statistical
      significance (72.7% vs. 22.2%, p=0.025; 41.1% vs. 10.3%, p=0.001, respectively); 
      in particular, we found a statistical significant difference for the EBV DNA
      prevalence among cases (p=0.042) and tissues (p=0.048), and a statistical
      significant difference for the HHV-6 DNA prevalence among cases (p=0.017).
      CONCLUSIONS: This is one of the first studies using quantitative real-time PCR
      for virus detection in cases of SIDS, and the results suggest that some
      herpesvirus infections, and particularly those caused by EBV and HHV-6 could be
      related with some cases of SIDS. Further studies will be necessary to understand 
      the real significance of these findings in the context of SIDS.
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AB  - The prevalence of intestinal parasitoses by protozoans and helminths was
      determined in an aboriginal community located 6 km from Tartagal, province of
      Salta, Argentina. The age of the inhabitants studied ranged from 1 to 49 years
      old. A total of 112 stool samples were collected in sodium acetate-acetic acid-
      formalin solution (SAF). Each sample was obtained in three different days,
      alternatively. Ritchie biphasic concentration method and Faust flotation
      technique were applied. For survey of Enterobius vermicularis, 68 samples were
      collected during six consecutive days using anal swabs. For the diagnosis of
      Dientamoeba fragilis, the modified trichrome Gomori-Wheatley staining technique
      was used. One hundred and six (94.6%) subjects resulted positive for enteric
      parasites. Forty-four (41.5%) individuals were positive for four or more
      parasites. The parasites more frequently found were, among the protozoans
      Blastocystis hominis (58.9%), Entamoeba coli (51.8%), Giardia lamblia (27.7%) and
      Entamoeba histolytica/E. dispar (24.1%). Among the helminths, the most frequent
      were hookworms (58.0%), Hymenolepis nana (31.2%) and Strongyloides stercoralis
      (24.1%). This is the first time that Entamoeba histolytica/E. dispar (24.1%) and 
      Dientamoeba fragilis (2.7%) have been registered in the suburbs of Tartagal. This
      study reveals how intestinal parasitoses constitute a critical problem of public 
      health in aboriginal communities like the one examined, where the lack of
      adequate sanitation conditions and unsuitable supply of water coexist.
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TI  - The influence of sex and ovarian hormones on temporomandibular joint nociception 
      in rats.
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AB  - The aim of this study was to investigate the influence of sex and ovarian
      hormones on formalin- and glutamate-induced temporomandibular joint (TMJ)
      nociception in rats. The influence of sex and ovarian hormones on the nociceptive
      behavior induced by formalin or glutamate was virtually the same. The nociceptive
      behavior of males was similar to that of females in the proestrus phase of the
      estrous cycle but was significantly lower than that in the diestrus phase. Since 
      the serum level of estradiol but not of progesterone was significantly higher in 
      the proestrus than in the diestrus phase, these data suggest that females with
      lower endogenous serum level of estradiol have an exacerbation of TMJ
      nociception. The nociceptive behavior of ovariectomized rats was similar to that 
      of diestrus females and significantly greater than that of proestrus females.
      Although the administration of estradiol or progesterone in ovariectomized
      females significantly reduced TMJ nociception, the combination of both hormones
      did not increase the antinociceptive effect induced by each of them. These
      findings suggest that estradiol and progesterone decrease TMJ nociception in an
      independent way. PERSPECTIVE: We report that ovarian hormones have an
      antinociceptive effect on the TMJ formalin and glutamate nociceptive behavior
      models. Therefore, the greater prevalence and severity of TMJ pain in women of
      reproductive age may be a consequence of hormonal fluctuation during the
      reproductive cycle, in that during low endogenous estradiol serum level TMJ pain 
      sensitivity is increased, enhancing the risk of females experiencing TMJ pain.
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TI  - Environmental risk factors for Cryptosporidium infection in an island from
      Western Venezuela.
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AB  - Few investigations have been conducted on risk factors for Cryptosporidium
      infection in communities from developing countries. A study was conducted to
      determine the prevalence and risk factors for cryptosporidiosis in San Carlos
      island, Venezuela. A sample of 515 subjects (mean age +/- SD: 21.4 +/- 17.8
      years) was surveyed. Single fecal specimens were collected and modified
      Ziehl-Neelsen carbolfuchsin staining of formalin-ether concentrate stools were
      examined for identification of the parasite. Infections with Cryptosporidium (67 
      of 515, 13%) were common. Prevalence of the parasite varied among sectors of the 
      community; 34 of 67(50.7%) cases of cryptosporidiosis clustered in two sectors
      with extreme poverty. Variables strongly associated with a higher risk for the
      infection (p < 0.01) were residing in these sectors versus the remainder, living 
      in a hut or small residence versus a brick or larger house, using an area of
      backyard rather than a toilet or latrine for defecation, and having contact with 
      soil contaminated with human feces. Crowding was also a risk (p < 0.05). Contact 
      with human feces contaminated-soil may be an important mode of transmission and
      poverty a predisposing factor for the infection.
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TI  - Maternal asthma and placental morphometry: effects of severity, treatment and
      fetal sex.
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AB  - Asthma is the most common respiratory disease to complicate pregnancy. Although
      adverse effects on the fetus have been documented, there is a paucity of
      information regarding the effects of asthma, and its treatment, on placental
      morphology. The aim of this study was to test for volumetric differences in
      placental composition between non-asthmatic pregnancies and those associated with
      maternal asthma grouped according to asthma severity and glucocorticoid (GC)
      treatment. Each placenta was weighed and random samples of tissue were fixed in
      formalin-saline, embedded in wax and analysed by design-based stereology. Volume 
      densities of parenchymal compartments (peripheral villi and maternal intervillous
      space) and residual non-parenchyma were estimated by test point counting and
      converted to absolute volumes by taking into account placental size. Relative and
      absolute lengths of villi and capillaries were also estimated and used to derive 
      secondary quantities related to villous capillarization and maturation.
      Between-group comparisons were drawn by two-way analysis of variance with group
      and fetal sex as the principal factors. Compared to non-asthmatic controls,
      asthmatics had reduced absolute volumes of fetal capillaries which was most
      marked in those with moderate/severe asthma and those using low and high doses of
      inhaled GCs. Changes in the total length and mean cross-sectional area of
      capillaries and peripheral villi were also observed. Lengths were greater in mild
      asthmatics and lowest in those with high GC usage. Calibre areas were lower in
      mild asthmatics and villous calibres in the high GC group were greater than those
      in asthmatics not taking GCs. Those making greatest use of inhaled GCs also had
      villi which were hypovascularized in terms of capillary:villus length ratios. The
      findings suggest that the morphometric differences in fetoplacental vascularity
      are likely to be due to the effects of asthma and use of inhaled GCs rather than 
      the effects of maternal or fetal hypoxic stress.
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TI  - Detection of the human Parvovirus B19 in nonimmune hydrops fetalis using
      immunohistochemistry and nested-PCR in formalin-fixed and paraffin-embedded
      placenta and fetal tissues.
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AB  - The aim of the present study was to determine whether there is an association
      between Parvovirus B19 infection and hydrops fetalis setting in fetus and
      neonate. Twenty-nine samples were analyzed by three methods. Each sample was
      histologically examined for viral nuclear inclusions in fetal organs and
      placenta, then immunohistochemical study using Parvovirus B19 antibody that
      recognized the VP2 protein of the Parvovirus B19 capsid was done in tissue
      embedded in paraffin (lungs, liver, thymus, kidneys, heart and placenta).
      Nested-PCR analysis was done after DNA extraction from paraffin blocks and using 
      specific primers of the Parvovirus B19 VP1 gene. Apparent causes of hydrops were 
      eliminated such as metabolic diseases, cardiac failure or malformation. The
      standard histological study objects viral inclusion in one case (lung tissue).
      However, the immunohistochemical study was negative in all cases. Nested-PCR
      demonstrates the presence of the viral DNA in five cases. Our study demonstrates 
      that the implication of Parvovirus B19 in hydrops fetalis must be affirmed by the
      use of more than one method. Nested-PCR is the most sensitive method in our study
      and can be easily used for the detection of Parvovirus B19 in formalin-fixed
      paraffin-embedded tissues.
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TI  - Preliminary study of the prevalence of intestinal parasites among diarrheic
      inhabitants in Makkah Al-Mukarramah.
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AB  - Darrheic disease is one of the greatest causes of morbidity and mortality
      worldwide. Intestinal parasites contribute to the disease and the well being of
      humans. This study was undertaken in the Holly City of Makkah Al-Mukarramah. A
      total of 166 diarrheic stool samples were collected. A wet smear from each
      specimen in normal saline and Lugol's iodine solution was examined
      microscopically for the trophozoites and cysts of protozoan parasites. Stools
      were also examined using ethyl acetate formalin concentration technique to
      confirm the diagnosed parasites. All stool specimens were stained by
      Ziehl-Neelsen stain to detect the oocysts of Cryptosporidium spp. One way ANOVA
      was used to analyze data. 128 persons were found to be infected, with an overall 
      prevalence of 77.1%. 46.99% of the samples were females, and 53.01% were males.
      The prevalence of infection in females was 36.1%, and 40.9% in males. 16.9% of
      infected females were living near the Holy Masjid (down town), while 19.3% were
      living away from the Holy Masjid (up town). 18.7% of infected males were living
      down town, while 22.3% were living up town. The majority of cases fall into the
      young age groups (< 30 years old). There is no significant difference between the
      prevalence of infection down town and up town (P = 0.22), whereas the prevalence 
      of infection between the patients over or under 30 years old was significance (P 
      = 0.036). The rates of infection were higher in those living up town than those
      living down town. The results were critically discussed.
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TI  - Anatomy of the urethral supporting ligaments defined by dissection, histology,
      and MRI of female cadavers and MRI of healthy nulliparous women.
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AB  - OBJECTIVE: There has been no uniformity of opinion concerning the structures
      supporting the female urethra. Therefore, the aims of this prospective study were
      to define precisely the female urethral support structures at cadaveric anatomic 
      dissection and histologic examination and to determine which of these structures 
      can be detected on MRI of cadaveric specimens and of healthy volunteers. SUBJECTS
      AND METHODS: Dissection of seven formalin-preserved cadavers (age at death, 25-50
      years; no parity history available) was performed by a professor of anatomy to
      explore the anatomy of the urethral supporting ligaments and was followed by MRI 
      of the cadaveric specimens with ligamentous markers in place and then by
      histologic analysis of the dissected ligaments. MRI of 17 healthy nulliparous
      women (age range, 20-35 years; mean age, 25.5 years) was then performed using
      T2-weighted, dual turbo spin-echo, balanced fast-field echo, and STIR sequences. 
      A standardized grid system that allowed us to record structural observations on
      sequentially numbered axial MR images was used by a radiologist who then applied 
      a 4-point grading scale to assess ligament visibility. Three authors--one
      radiologist, one anatomist, and one urologist--then compared the appearance of
      each ligament seen in a cadaveric specimen with its appearance on MR images of
      the same cadaver and on MR images of volunteers. RESULTS: At cadaveric dissection
      we identified ventral and dorsal urethral ligaments. The ventral urethral
      ligaments included the pubourethral ligaments, which were found to consist of
      three separate components coursing anteroposterior from the bladder neck to the
      pubic bone; the periurethral ligament; and the paraurethral ligaments. Dorsal to 
      the urethra, a slinglike ligament, which we believe should be named the
      "suburethral ligament," was identified. This ligament had a distinct plane of
      cleavage from the anterior vaginal wall. The MRI findings in the volunteers
      correlated with the MRI and gross anatomic findings in the cadavers. The proximal
      pubourethral, periurethral, paraurethral, and suburethral ligaments had
      visibility scores of 3 (moderately visible) or 4 (easily visible) on MRI in 47%, 
      65%, 47%, and 53% of volunteers, respectively. CONCLUSION: Our results present
      evidence that may help resolve previous controversies regarding the MR appearance
      of the ventral urethral ligaments and that better define the course of the
      ligament dorsal to the urethra, the suburethral ligament. We hope that this
      detailed anatomic information about the structures involved in continence may
      lead eventually to improvements in the treatments for women with stress urinary
      incontinence.
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TI  - [Preliminary survey of human intestinal parasitosis in a Peruvian Andean zone].
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AB  - We studied 91 faecal specimens of 38 children and 53 adults in a five-day
      epidemiological survey between the end of February and the beginning of March,
      2006. The subjects were in- or out-patients of Chacas Hospital, Ancash. The O&P
      were performed with macroscopic evaluation, microscopic (direct and after
      formalin-ether concentration, FEA) observations and Giemsa permanent stain of all
      faecal samples. 61 subjects (67.0%) were infected with parasites (25 children,
      65.5%, and 36 adults, 67.9%). D. fragilis was prevalent in 30.8% of subjects
      (28.9% of children, 32.1% of adults); G. duodenalis was observed in 12.1% of
      cases (21.1% of children and 5.7% of adults); A. lumbricoides was observed in
      15.4% of cases (18.4% and 19.9% respectively); other helminths were identified in
      7.7% of cases (10.1% and 5.7% respectively); non-pathogenic protozoa alone were
      observed in 23.1% of cases (28.9% among children and 19.9% among adults). D.
      fragilis was more frequent among females (44.7% vs. 20.8%), while G. duodenalis
      and A. lumbricoides among males (13.2% vs. 10.5% and 17.0% vs. 13.2%
      respectively). We emphasize the usefulness of both FEA and Giemsa permanent stain
      for a good O&P.
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TI  - Increased expression of eotaxin-3 distinguishes between eosinophilic esophagitis 
      and gastroesophageal reflux disease.
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AB  - Differentiating eosinophilic esophagitis from gastroesophageal reflux disease is 
      important given their pathogenetic differences and responses to therapy. Eotaxins
      are a family of chemokines important for activation and recruitment of
      eosinophils mediated by their receptor, chemokine receptor-3 (CCR-3). Interleukin
      5 (IL-5) is a key cytokine involved in many steps of eosinophil production and
      recruitment. The aim of this study was to compare the messenger RNA expression of
      the eotaxins, CCR-3, and IL-5 between well-characterized groups of patients with 
      eosinophilic esophagitis, patients with gastroesophageal reflux disease, and
      healthy individuals. This was a retrospective study using esophageal biopsies
      from 33 patients with eosinophilic esophagitis, 20 patients with gastroesophageal
      reflux disease, and 17 healthy controls. Parameters studied included demographic 
      features, presenting symptoms, endoscopic findings, histopathologic features, and
      messenger RNA levels of eotaxins 1, 2, and 3, CCR-3, and IL-5 by quantitative
      real-time polymerase chain reaction using formalin-fixed, paraffin-embedded
      tissue. Patients with eosinophilic esophagitis were predominantly males
      (M/F=3:1), with a mean age of 15.9 years and a mean eosinophil count of 55 per
      x400 high-power field. Patients with gastroesophageal reflux disease had a mean
      age of 31.5 years and a mean eosinophil count of 5.8 per high-power field. Total 
      intraepithelial eosinophil and lymphocyte counts, the presence of superficial
      eosinophil clusters, microabscesses, and basal cell hyperplasia were all
      significantly associated with eosinophilic esophagitis as opposed to
      gastroesophageal reflux disease (P<.0001). The mean expression levels of
      eotaxin-3 were markedly elevated in patients with eosinophilic esophagitis as
      compared with the gastroesophageal reflux disease and healthy control groups
      (731+/-276, 31+/-12, and 1.5+/-0.4 pg/ng beta-actin, respectively; P<.001). Mean 
      expression levels of eotaxins 1 and 2, IL-5, and CCR-3 were also significantly
      increased in the patients with eosinophilic esophagitis, albeit at lower levels
      than eotaxin-3. In conclusion, our results highlight the important contribution
      of eotaxin-3 in the pathogenesis of eosinophilic esophagitis. Determination of
      eotaxin-3 levels by real-time polymerase chain reaction on paraffinized,
      formalin-fixed tissue may be a useful test in the differentiation of eosinophilic
      esophagitis from gastroesophageal reflux disease.
AD  - Department of Pathology, Rhode Island Hospital, Brown Medical School, Lifespan
      Academic Center, Providence, RI 02903, USA. bbhattacharya@lifespan.org
FAU - Bhattacharya, Baishali
AU  - Bhattacharya B
FAU - Carlsten, James
AU  - Carlsten J
FAU - Sabo, Edmond
AU  - Sabo E
FAU - Kethu, Sripathi
AU  - Kethu S
FAU - Meitner, Patricia
AU  - Meitner P
FAU - Tavares, Rosemarie
AU  - Tavares R
FAU - Jakate, Shriram
AU  - Jakate S
FAU - Mangray, Shamlal
AU  - Mangray S
FAU - Aswad, Bassam
AU  - Aswad B
FAU - Resnick, Murray B
AU  - Resnick MB
LA  - eng
GR  - 5 P20 RR017695-02/RR/NCRR NIH HHS/United States
PT  - Journal Article
PT  - Research Support, N.I.H., Extramural
DEP - 20070927
PL  - United States
TA  - Hum Pathol
JT  - Human pathology
JID - 9421547
RN  - 0 (Biological Markers)
RN  - 0 (CCL26 protein, human)
RN  - 0 (CCR3 protein, human)
RN  - 0 (Chemokines, CC)
RN  - 0 (Interleukin-5)
RN  - 0 (RNA, Messenger)
RN  - 0 (Receptors, CCR3)
SB  - IM
MH  - Adolescent
MH  - Adult
MH  - Aged
MH  - Aged, 80 and over
MH  - Biological Markers/*analysis
MH  - Chemokines, CC/*biosynthesis
MH  - Child
MH  - Child, Preschool
MH  - Diagnosis, Differential
MH  - Eosinophilia/*diagnosis/metabolism
MH  - Esophagitis/*diagnosis/metabolism
MH  - Female
MH  - Gastroesophageal Reflux/*diagnosis/metabolism
MH  - Gene Expression
MH  - Humans
MH  - Infant
MH  - Interleukin-5/biosynthesis
MH  - Male
MH  - Middle Aged
MH  - RNA, Messenger/analysis
MH  - Receptors, CCR3/biosynthesis
MH  - Retrospective Studies
MH  - Reverse Transcriptase Polymerase Chain Reaction
EDAT- 2007/09/29 09:00
MHDA- 2008/01/23 09:00
CRDT- 2007/09/29 09:00
PHST- 2006/06/06 [received]
PHST- 2007/03/24 [revised]
PHST- 2007/05/08 [accepted]
PHST- 2007/09/27 [aheadofprint]
AID - S0046-8177(07)00264-X [pii]
AID - 10.1016/j.humpath.2007.05.008 [doi]
PST - ppublish
SO  - Hum Pathol. 2007 Dec;38(12):1744-53. Epub 2007 Sep 27.

PMID- 17870665
OWN - NLM
STAT- MEDLINE
DA  - 20071015
DCOM- 20080115
IS  - 1438-4639 (Print)
IS  - 1438-4639 (Linking)
VI  - 210
IP  - 5
DP  - 2007 Oct
TI  - German Environmental Survey for Children (GerES IV)--first results.
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AB  - German Environmental Surveys (GerESs) are large scale population studies which
      have been carried out on adults in 1985/86, 1990/92 and 1998 and on children aged
      6-14 years in 1990/92. GerES IV is the first survey focussing exclusively on
      children [Becker, K., Schulz, C., Babisch, W., Durkop, J., Roskamp, E., Seiwert, 
      M., Szewzyk, R., Ullrich, D., Seifert, B., 2005. German Environmental Survey for 
      Children (GerES IV) 2003-2006. Pullut. Atmos. 188, 475-479]. GerES IV included a 
      representative sample of 1790 children aged 3-14 of the participants of the
      National Health Interview and Examination Survey on Children and Adolescents. The
      primary goal of GerES IV is not only to analyse and document the extent,
      distribution and determinants of German children's exposure to environmental
      pollutants but to discover links between environmental exposure and health.
      Results will help develop preventive measures and advance further research. They 
      might provide the basis for environmental and public health policy decisions.
      Precondition to achieve this task is a description of the data on exposures and
      the data on health outcomes. This work is currently performed at the Federal
      Environment Agency. First results show a remarkable decrease of the blood lead
      level of German children aged 6-14 years from 32.3 microg/l in 1990/92 (GerES II)
      to 16.3 microg/l in GerES IV which is the lowest mean lead concentration
      determined in German studies so far. None of the children had a value exceeding
      100 microg/l. In GerES IV, the following health-related issues will be primarily 
      examined: the relationship between sensitisation against mould spores and the
      occurrence of mould in households, irritation of eyes and respiratory system
      caused by formaldehyde, other aldehydes, or total volatile organic compounds
      (TVOC); the impact of non-occupational noise on hearing loss, stress and sleep
      disturbances, and the connection between contact allergies, nickel and scents.
      9.5% of the children showed a sensitisation to at least one of the moulds
      examined (Penicillium (notatum) chrysogenum, Aspergillus versicolor, Wallemia
      sebi, Eurotium spp., Alternaria alternata). The most frequent sensitisation was
      against Penicillium chrysogenum. GerES IV might broaden the knowledge in terms of
      environmental causes of health outcomes. Children of smoking mothers showed
      higher mean cotinine concentrations than children living with a smoking father,
      regardless whether they smoked daily or occasionally. Results from the GerES IV
      pilot study showed a relation between environmental tobacco smoke (ETS) exposure 
      and an increased susceptibility to infections and inflammations of the middle
      ear.
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      Germany.
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TI  - Field effectiveness of vaccination against tick-borne encephalitis.
PG  - 7559-67
AB  - Tick-borne encephalitis (TBE) is a vaccine-preventable disease caused by a
      flavivirus (TBE virus) that is endemic in many European countries and large parts
      of Central and Eastern Asia. In Europe, highly purified formalin-inactivated
      whole virus vaccines are in widespread use, but the vaccination coverage differs 
      significantly between countries with TBE endemicity. Austria presents an
      exceptional situation because 88% of the total population have a history of TBE
      vaccination, with 58% being regularly vaccinated within the recommended schedule.
      In this study, we investigated the field effectiveness of TBE vaccination in
      Austria for the years 2000-2006 in different age groups on the basis of the
      documented numbers of hospitalized cases in unvaccinated and vaccinated people
      and the sizes of these population groups as revealed by representative inquiries.
      We show that the overall effectiveness in regularly vaccinated persons is about
      99% with no statistically significant difference between age groups. It is at
      least as high after the first two vaccinations, i.e. before the completion of the
      basic vaccination scheme by a third vaccination, but is significantly lower
      (about 95%) in those with a record of irregular vaccination. Our data confirm the
      excellent performance of TBE vaccine under field conditions and provide evidence 
      that, in Austria, about 2800 cases were prevented by vaccination in the years
      2000-2006.
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TI  - The absence of enhanced disease with wild type respiratory syncytial virus
      infection occurring after receipt of live, attenuated, respiratory syncytial
      virus vaccines.
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AB  - Early in the development of respiratory syncytial virus (RSV) vaccines severe
      disease occurred in children after receipt of formalin-inactivated RSV vaccine.
      Continuing efforts to develop an appropriately attenuated and immunogenic live
      RSV vaccine have given opportunities to assure that live vaccines are safe
      through surveillance of children after vaccination. In the present study, the
      rate of RSV-associated upper respiratory tract illness in 388 children was lower 
      in RSV vaccinated children than in controls (14% versus 20% in a 6-24 month old
      group and 16% versus 25% in infants). Additionally, there was no evidence that
      vaccination predisposed to more severe lower respiratory tract illness. Thus
      infection with a series of live attenuated RSV vaccines did not result in
      enhanced disease upon infection with wild type RSV. The impact of RSV during this
      surveillance will inform the design of future efficacy studies with RSV vaccines.
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TI  - Expression of cyclooxygenase-1 and cyclooxygenase-2 in the normal human heart and
      in myocardial infarction.
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AB  - INTRODUCTION: Cyclooxygenase is a key enzyme in prostanoid synthesis. It exists
      in two isoforms: cyclooxygenase-1 (COX-1), which is constitutively expressed in
      cells and tissues maintaining normal homeostasis, and cyclooxygenase-2 (COX-2),
      which is normally not present in most cells, but can be induced by various
      stimuli. Little is known about the significance of COX isoforms in the normal
      human heart and in myocardial infarction (MI). Thus, we aimed to investigate the 
      immunohistochemical expression of COX-1 and COX-2 in the normal human heart and
      in MI. METHODS: Our study included autopsy samples of heart tissue from 15
      healthy individuals who died in accidents, and from 40 patients with MI who died 
      few hours to a month after the onset of symptoms. Immunohistochemistry was
      performed by a sensitive peroxidase-streptavidin method on formalin fixed,
      paraffin-embedded tissue, using monoclonal antibodies against COX-1 and COX-2.
      RESULTS: In normal hearts, COX-1 was found in endothelial and smooth muscle cells
      of blood vessels and in endothelial cells of the endocardium. In MI, it was
      expressed in inflammatory cells, as well as in myofibroblasts and capillaries of 
      granulation and fibrous tissue. COX-2 was either not present or it was present in
      occasional myocytes in the normal hearts. In MI, its expression was induced in
      cardiomyocytes as well as in interstitial inflammatory cells, and in capillaries 
      and myofibroblasts in granulation tissue. CONCLUSIONS: Our results suggest that
      COX-1 is associated with normal homeostasis in the heart, whereas COX-2 probably 
      mediates inflammatory reaction in MI. It appears that both COX-1 and COX-2 are
      associated with the healing processes and scar formation after MI.
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TI  - Clinical and molecular parameters for risk stratification in Mexican children
      with medulloblastoma.
PG  - 769-73
AB  - BACKGROUND: Clinical, histological, and more recently, molecular factors have
      been described as important in survival of the patient with medulloblastoma. Best
      survival results include aggressive chemotherapeutic protocols. More exact risk
      analysis may differentiate patients who require aggressive treatments from those 
      with low risk who may respond adequately to less aggressive protocols. METHODS:
      Twenty six patients were included over a 10-year period and were followed for at 
      least 5 years. Personal variables were obtained from their clinical records.
      Immunochemistry studies were performed on their formalin-fixed paraffin-embedded 
      tissues. Statistical analysis included chi(2) test, odds risk, linear regression 
      models, and Kaplan-Meier survival analysis. RESULTS: Metastatic disease and
      chemotherapy with VP16-carboplatin reduce the patient's probability of survival, 
      whereas anaplastic histology increases the probability of death. Global survival 
      and disease-free survival were 66.6 and 45.02%, respectively. Only two patients
      overexpressed the ERBB2 protein, and no significant difference was found in
      survival in terms of ERBB2 overexpression. CONCLUSIONS: Risk stratification has
      become very important in medulloblastoma. We found an increased hazard of death
      when metastatic disease was present. Gene expression in Mexican children requires
      a larger sample in order to be analyzed.
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TI  - Prevalence of Blastocystis hominis and Strongyloides stercoralis infection in
      Okinawa, Japan.
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AB  - This study was conducted to clarify the prevalence of Blastocystis hominis and
      Strongyloides stercoralis infection in Ryukyu University Hospital, Okinawa,
      Japan, between January 2004 and November 2006. Stool samples collected from 3,292
      patients were examined by the direct smear method, formalin-ether sedimentation
      method, and agar plate culture method. The prevalence rate of B. hominis and S.
      stercoralis infection was 1.0 and 3.4%, respectively. The prevalence rate of B.
      hominis infection in patients aged >80 years old was significantly higher than
      that in patients <80 years old (P < 0.001). The prevalence rate of S. stercoralis
      infection was significantly higher in patients with B. hominis infection compared
      with those without (P < 0.001). This study demonstrated a prevalence rate for B. 
      hominis and S. stercoralis infection and an association between B. hominis and S.
      stercoralis infection in Okinawa, Japan.
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TI  - [Investigation of Trichomonas vaginalis through different methodologies during
      pregnancy].
PG  - 99-104
AB  - The aim of this study was to conduct a survey regarding the prevalence of
      trichomoniasis in pregnant patients and to evaluate the utility of different
      diagnostic methods. Two hundred and twenty three vaginal swab specimens from
      pregnant women were prospectively examined. Trichomonas vaginalis was
      investigated by various microscopic examinations, solid culture medium and liquid
      culture medium. The sensitivity and specificity of microscopy were evaluated by
      considering both culture media as the "gold standards". The prevalence of T.
      vaginalis obtained by both culture media (liquid plus solid media) was 4.5%
      (10/223). The prevalence of T. vaginalis obtained by direct smear, May-Grunwald
      Giemsa staining, sodium acetate-acetic acid-formalin (SAF)/Methylene blue
      staining-fixing technique, solid medium and liquid medium was 1.3%, 1.8%, 1.8%
      and 4.5%, respectively. The sensitivity of the direct smear was 30 %, but for the
      May-Grunwald Giemsa staining and the SAF/Methylene blue staining-fixing technique
      was 40%. Considering the three microscopic examinations altogether, the
      sensitivity rose to 50% and the specificity was 100% for all of them. The solid
      medium detected only 50% of the positive cases; the liquid medium detected 100%. 
      Due to the low sensitivity obtained with microscopy in asymptomatic pregnant
      patients, we recommend the use of the liquid medium during pregnancy, in order to
      provide an early treatment.
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TI  - The prevalence of Dientamoeba fragilis in patients with suspected enteroparasitic
      disease in a metropolitan area in Denmark.
PG  - 839-42
AB  - The prevalence of Dientamoeba fragilis in patients from a metropolitan area in
      Denmark was determined by examination of paired stool samples using two
      techniques: a formol ethyl-acetate concentration technique with unpreserved
      faeces and a permanent staining technique on faeces preserved with sodium
      acetate-acetic acid-formalin (SAF). Using the SAF permanent staining technique
      and the formol ethyl-acetate concentration technique, 25% and 15% of the
      specimens, respectively, were parasite-positive. D. fragilis was detected in 12
      of the 103 patients, only two of whom harboured other recognised pathogenic
      parasites. Overall, D. fragilis had a remarkably high prevalence in the
      metropolitan area of Denmark investigated.
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TI  - Advantages of intraoperative semiquantitative evaluation of myenteric nervous
      plexuses in patients with Hirschsprung disease.
PG  - 1089-94
AB  - BACKGROUND: The reappearance of an occlusive syndrome after surgical treatment of
      patients with Hirschsprung disease is often caused by incomplete resection of the
      affected segment. Intraoperative examination of frozen biopsies assists surgery, 
      but interpretation of biopsies in the transitional zone is difficult. METHODS: We
      performed retrospective semiquantitative evaluations of myenteric nervous
      plexuses at the proximal limits of resection specimens from 41 children who were 
      treated for rectocolic Hirschsprung disease using intraoperative examination of
      transparietal biopsies. The results of the evaluations were correlated with the
      postoperative courses of the children. RESULTS: After formalin fixation, the mean
      length of the aganglionic segments was 8.9 cm (range, 1-37.5 cm). At the proximal
      limit, the percentage of the circumference of the muscularis propria that was
      composed of plexuses with ganglion cells was more than 95% in 7 children, 90% to 
      95% in 21 children, 40% to 80% in 6 children, and 30% or less in 7 children
      (17%), 4 of whom subsequently developed occlusive syndromes. CONCLUSIONS:
      Semiquantitative intraoperative examination of the entire circumference of
      resected segments facilitates precise evaluation of intrinsic innervation at the 
      level of the anastomosis and may reduce the frequency of recurrence of occlusive 
      symptoms after surgery.
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TI  - Contact dermatitis of the hands: cross-sectional analyses of North American
      Contact Dermatitis Group Data, 1994-2004.
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AB  - BACKGROUND: Hand dermatitis, including irritant and allergic contact dermatitis
      (ACD), is common. OBJECTIVE: To evaluate allergens, relevant irritants, sources
      and occupations associated with hand contact dermatitis using North American
      Contact Dermatitis Group (NACDG) data. METHODS: A cross-sectional analysis of
      22,025 patients patch tested between 1994 and 2004. RESULTS: Hand involvement was
      found in 6953 patients; 959 had ACD as the only diagnosis. In these 959 patients,
      the 12 most frequent relevant allergens were quaternium-15 (16.5%), formaldehyde 
      (13.0%), nickel sulfate (12.2%), fragrance mix (11.3%), thiuram mix (10.2%),
      balsam of Peru (9.6%), carba mix (7.8%), neomycin sulfate (7.7%), bacitracin
      (7.4%), methyldibromoglutaronitrile/phenoxyethanol 2.0% (7.4%), cobalt chloride
      (6.5%), and methyldibromoglutaronitrile/phenoxyethanol 2.5% (6.3%). Rubber
      allergens were most commonly associated with occupation. One third of patients
      with hand ACD had identifiable relevant irritants. LIMITATIONS: Cross-sectional
      analyses prevent evaluation of causal associations. CONCLUSION: In NACDG patients
      with hand ACD, the most common allergens included preservatives, metals,
      fragrances, topical antibiotics, and rubber additives.
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TI  - Association of zoonotic Ljungan virus with intrauterine fetal deaths.
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AB  - BACKGROUND: It has recently been shown that Ljungan virus (LV) is associated with
      disease in its wild rodent reservoir. In addition, it has been demonstrated that 
      LV causes malformations and perinatal death in a mouse model. The question was
      therefore raised whether LV is a zoonotic agent in humans. METHODS: Population
      fluctuations of native rodents in Sweden were compared to the incidence of
      intrauterine fetal deaths (IUFDs) using the Swedish national hospitalization
      database. Formalin-fixed tissues from cases of IUFD were investigated using
      LV-specific immunohistochemistry. RESULTS: Variation in the incidence of IUFDs
      closely tracked the fluctuations in native rodent populations. LV was detected in
      the brain tissue in 4 of 10 cases of IUFDs investigated by immunochemistry. LV
      was also detected in the placenta in 5 of the 10 IUFD cases, but in none of 20
      placentas from normal pregnancies. CONCLUSIONS: LV may play an important role in 
      IUFDs.
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TI  - Intestinal parasitic infections among pre-school children in Sangkhlaburi,
      Thailand.
PG  - 345-50
AB  - This study was conducted to investigate the presence of intestinal parasites
      among pre-school children (aged 3 months to 5 years) in Sangkhlaburi, a rural
      district in the west of Thailand along the Thai-Myanmar border. Stool specimens
      were collected from October 2001 through October 2002. A total of 472 pre-school 
      children, 233 males and 239 females, 236 children with diarrhea and 236
      asymptomatic children were recruited for the study. Each specimen was processed
      and examined by direct wet smear, modified acid fast stain, formalin-ethylacetate
      sedimentation concentration technique, and trichrome stain. In detecting Giardia 
      lamblia and Cryptosporidium species ProSpecT Microplate assays (Alexon-Trend,
      Lenexa, KS) were performed. There were 107 individuals (22.7%), 41 diarrheal and 
      66 asymptomatic children, infected with intestinal parasites. The most frequent
      parasites identified in cases and controls were G. lamblia and Cryptosporidium
      spp. Eighteen specimens (3.8%) showed mixed parasite infections. Highest
      proportion of intestinal parasites occurred during the rainy season
      (June-October).
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TI  - [Detection of group B streptococcus in the cases died of neonatal pneumonia].
PG  - 850-4
AB  - OBJECTIVE: From the 1970s, group B streptococci (GBS) have been widely recognized
      as an important pathogen in neonatal infectious disease, and it emerged as the
      leading cause of neonatal morbidity and mortality in the Western world. However, 
      there are few data on the prevalence of neonatal GBS infections in China. The aim
      of this retrospective study was to estimate whether GBS is an important pathogen 
      in severe neonatal pneumonia, and to develop a method for detection of GBS
      infections in fatal neonatal pneumonia. METHODS: A total of 234 neonatal cases (0
      - 28 days) died in Beijing Children's Hospital from 1953 to 2004 were enrolled in
      this study. They were divided into two groups. Two hundred cases diagnosed as
      neonatal pneumonia were assigned to study group and the remaining 34 cases died
      of neonatal hemolysis or surgical operation without any confirmed infectious
      diseases were designated as control group. Formalin-fixed, paraffin-embedded lung
      tissues were used as source for total genomic DNA extraction. PCR and Southern
      blot analyses were applied to detect GBS specific cfb gene target sequence. And
      the clinical data of these cases were reviewed as well. RESULTS: In the study
      group, 52 cases were detected positive for GBS DNA by PCR (26%), 130 cases were
      positive by Southern blot (65%). In the control group, 1 case was detected
      positive GBS DNA by PCR (3%), and 6 cases were positive by Southern blot (18%).
      The positive rate was significantly lower in the control group than that in the
      study group (PCR, chi(2) = 8.82, P < 0.01; Southern blot, chi(2) = 26.77, P <
      0.01). The positive rate in the neonates younger than 7 days (early-onset) was
      significantly higher than that in neonates older than 7 days (late-onset) (PCR:
      37% vs. 13%, chi(2) = 15.537, P < 0.01; Southern blot: 72% vs. 52%, chi(2) =
      4.37, P < 0.05). In the positive early-onset cases, 39% of whom were born
      prematurely (29/74). Out of the 200 cases, 75 had complete clinical data. Neither
      blood nor lung culture for GBS was performed in any of these cases. But risk
      factors were identified for 35 cases, such as premature delivery, low birth
      weight, premature rupture of the membrane and abnormal amniotic fluid. GBS was
      positive in all these cases. Severe apnea appeared to be a common symptom and was
      present in most of the early-onset GBS-positive cases, while cough and wheezing
      were found in most of the late-onset GBS-positive cases. In the control group,
      one PCR positive case was suffered from malignant teratoma. The other 5 positive 
      cases confirmed by Southern blot were diagnosed as kernicterus, hepatoma,
      aproctia complicating with cysti-urethral fistula, neonatal physio logical
      bleeding and aproctia complicated with archo-perineal fistula. CONCLUSION: Group 
      B Streptococcus is an important pathogen in fatal neonatal pneumonia, especially 
      in early-onset cases. southern blot may be a sensitive method to detect GBS
      infection in archival tissues. In the clinical work, more attention should be
      paid to the neonates with GBS risk factors. And GBS detection and prevention in
      neonates should be put into clinical practice.
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TI  - Risk factors and treatment of hemorrhagic cystitis in children who underwent
      hematopoietic stem cell transplantation.
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AB  - A retrospective cohort of 163 children with 171 hematopoietic stem cell
      transplantation (HSCT) performed during Mar. 1992-Dec. 2005 were analyzed to
      evaluate the incidence, risk factors, management, and outcome of hemorrhagic
      cystitis (HC). Fourteen patients (8.2%) developed HC (6 boys, median age 6.6
      years) at 0-166 days after HSCT (median 25 days), and lasted for 3-96 days
      (median 26 days). Older age at transplant (median 11.0 vs. 6.4 years, P = 0.013),
      allogeneic transplant (OR = 4.4, P = 0.02), cyclophosphamide-containing
      conditioning (OR = 4.87, P = 0.008), moderate-to-severe acute graft-versus-host
      disease (GVHD) (OR = 3.56, P = 0.025) and hepatic GVHD (OR = 3.62, P = 0.017)
      were associated with higher risks of HC in univariate but not multivariate
      analyses. While estrogen was ineffective in most patients, intravesical formalin,
      which was used in five patients, was found to be a very effective yet safe
      treatment for intractable HC. Patients with HC had longer hospital stay (median
      175 vs. 88 days, P = 0.004). HC resolved after treatments in all cases but eight 
      of the 14 patients subsequently died of other complications of HSCT. In
      conclusion, HC is a serious complication of allogeneic HSCT. Treatment with
      intravesical formalin appears effective and safe and can be considered early in
      severe HC to reduce the risk of morbidity and mortality.
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TI  - Incidence of cyclosporiasis in patients with gastrointestinal symptoms in western
      Turkey.
PG  - CR34-9
AB  - BACKGROUND: This study was designed to investigate the distribution of
      cyclosporiasis between October 2003 and October 2004 and the relationship between
      Cyclospora infection and seasonal as well as patient factors in western Turkey.
      MATERIAL/METHODS: Stool samples from 4660 immunocompetent patients with
      gastrointestinal symptoms and 326 immunocompetent patients with allergic symptoms
      from western Turkey were examined between October 2003 and October 2004 using wet
      preparation, formalin-ethyl acetate concentration, Trichrome stain, and modified 
      Kinyoun's acid-fast staining methods. RESULTS: Twenty-three patients were found
      to be infected with Cyclospora oocysts. Parasites such as Cryptosporidium,
      Giardia intestinalis, Entamoeba histolytica/dispar, Blastocystis hominis and
      others were also observed. The incidence of cyclosporiasis was higher in summer
      and early autumn and most of the Cyclospora-infected patients were without
      diarrhea. CONCLUSIONS: Clinicians with patients from Turkey and abroad who have
      intestinal symptoms after visiting the country should be aware that Cyclospora
      infections could be considered as a possible cause of gastrointestinal symptoms
      in the absence of diarrhea in immunocompetent patients during the summer period
      in Turkey.
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TI  - A survey of cryptosporidiosis among 2,541 residents of 25 coastal islands in
      Jeollanam-Do (Province), Republic of Korea.
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AB  - In order to determine the distribution and prevalence of human cryptosporidiosis 
      on western and southern coastal islands of Jeollanam-do (Province), fecal samples
      were collected from 2,541 people residing on 25 islands, 13 in the western coasts
      and 12 in the southern coasts, during July and August 2000. Fecal smears were
      prepared following formalin-ether sedimentation of the samples and stained by a
      modified acid-fast procedure. The presence of Cryptosporidium oocysts was
      determined by light microscopy. Cryptosporidium oocysts were detected in 38
      specimens (1.5%). The oocyst positive rate varied (0-6.0%) according to island;
      the highest was detected on Oenarodo (6.0%), followed by Naenarodo (5.6%) and
      Nakwoldo (5.4%). The majority (35 persons, 94.6%) of Cryptosporidium-infected
      individuals were older than 50 years of age. Men (22/1,159; 1.9%) were infected
      at a higher rate than women (16/1,382; 1.2%). The results of the present survey
      indicate that human Cryptosporidium infections (due to Cryptosporidium hominis
      and/or C. parvum) are maintained at a relatively low prevalence on coastal
      islands of Jeollanam-do, Republic of Korea.
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TI  - Spontaneously occurring fibroid tumors of the laying hen oviduct.
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AB  - Spontaneously occurring benign uterine leiomyomas (fibroids) are the most common 
      tumors of reproductive-age women. It is estimated that more than 70% of all women
      will develop uterine fibroids, and the presence of these tumors is a primary
      cause of hysterectomies. Research into the causes and treatment of uterine
      fibroids is hampered by a lack of reliable animal models for the disease.
      Leiomyomas that appear to be outwardly similar to human uterine fibroid tumors
      are known to occur on the oviducts of laying hens over 2 yr of age. The objective
      of this study was to characterize these tumors and compare them to human uterine 
      fibroids to determine the suitability of the aging hen as a model system for the 
      study of the disease. In this study, hens at 5 yr of age were examined for the
      presence of oviduct-associated fibroid tumors. Tumors were found attached to the 
      internal surface of the oviduct, embedded in the oviduct wall, or attached to the
      exterior of the magnum and isthmus. Tumor and normal oviduct samples were frozen 
      or fixed in formalin for histological analyses or immunohistochemistry for
      estrogen and progesterone receptors, proliferating cell nuclear antigen and Bcl-2
      protein expression. Human uterine fibroid samples were acquired and evaluated
      compared with hen oviduct fibroids. The results indicate that laying hen fibroid 
      tumors are similar to human fibroid tumors with respect to estrogen and
      progesterone receptors, localized cellular proliferation, and expression of the
      Bcl-2 protein.
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TI  - The aetiology of eyelid dermatitis: a 10-year retrospective analysis.
PG  - 280-5
AB  - Few studies have examined the aetiology of eyelid dermatitis across broad
      demographics. The objectives of this study were (i) to compare the diagnoses of
      patients with isolated eyelid dermatitis to the diagnoses of patients with
      additional sites of involvement and (ii) to determine the relevant allergens
      among patients with allergic eyelid dermatitis. A retrospective analysis of 1215 
      patients patch tested over 10 years was conducted in this study. Compared to
      patients without eyelid dermatitis, patients with this entity were more often
      female. Of the 105 patients with eyelid dermatitis, 43.8% had allergic contact
      dermatitis (ACD), 36.2% seborrhoeic dermatitis, 11.4% other
      dermatitis/dermatoses, 7.6% irritant contact dermatitis, 3.8% psoriasis, and 2.9%
      atopic eczema. With isolated eyelid dermatitis, seborrhoeic dermatitis was the
      most frequent diagnosis (46.3%) followed by ACD (35.2%). Allergens commonly
      causing allergic eyelid dermatitis consisted of fragrances, metals, neomycin,
      oleamidopropyl dimethylamine, tosylamide formaldehyde resin, benzalkonium
      chloride, and other preservatives. When evaluated according to sites of
      involvement, seborrhoeic dermatitis was diagnosed most often in patients with
      isolated eyelid dermatitis, but when dermatitis was distributed to facial or
      other sites, ACD was the most frequent diagnosis. A majority of the causative
      allergens for eyelid dermatitis are not present on the Food and Drug
      Administration-approved panels available in the USA.
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TI  - Estrogen and progesterone receptors and telomerase enzyme immunohistochemical
      detection in gestational trophoblastic tumors.
PG  - 1918-26
AB  - The purpose of this study is to evaluate the immunohistochemical detection of
      telomerase enzyme and estrogen receptor (ER) and progesterone receptor (PGR) in
      gestational trophoblastic neoplasia (GTN) and its clinical significance.
      Formalin-fixed paraffin blocks for 30 patients (24 with molar pregnancy, 3 with
      choriocarcinoma, and 3 with placental site trophoblastic tumor) as cases and six 
      products of conception samples from patients with incomplete abortion as controls
      were included in the study. Immunohistochemical detection of the telomerase
      catalytic protein and ER and PGR was carried out using
      streptavidin-biotin-peroxidase method. All control tissues were negative for
      telomerase and ER expression, while five of six were PGR positive. Significant
      positive telomerase expression was detected in all gestational trophoblastic
      tumors (three of six partial moles, 12 of 18 complete moles, three of three
      choriocarcinomas, and two of three placental site trophoblastic tumors). Nine of 
      24 molar pregnancies were followed by GTN. Molar pregnancies followed by GTN were
      associated with higher serum beta-hCG (human chorionic gonadotrophic hormone),
      larger uterine size for gestational age, negative ER expression, negative PGR
      expression, and positive telomerase expression. All patients with molar pregnancy
      with negative telomerase expression (9 of 24) showed spontaneous regression after
      evacuation. Positive telomerase expression and its immunohistochemical detection 
      are associated with the development of GTN. Negative telomerase expression is
      highly predictive of postmolar spontaneous regression. Patients with molar
      pregnancies with negative telomerase expression can be saved the long-term
      follow-up. ER and PGR expression do not show a significantly different pattern in
      molar tissues, while negative expression is associated with developing GTN.
      Cautions on the use of postmolar hormonal contraception may be unjustified.
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TI  - Association between the Epstein-Barr virus and Hodgkin's lymphoma in the
      North-Eastern part of Hungary: effects on therapy and survival.
PG  - 101-7
AB  - This retrospective study included 109 patients with Hodgkin's lymphoma (HL; 45
      females, 64 males). In 47 of the 109 HL patients (43%), immunohistochemical
      analysis of their formalin-fixed, paraffin-embedded histologic samples revealed
      Epstein-Barr virus (EBV) by latent membrane protein (LMP) 1. The highest virus
      association (50%) was found with the mixed cellularity histologic subtype,
      especially in patients aged 11-20 and >50 years. Virus positivity in nodular
      sclerosis was 35% (negative cases accumulated in patients aged 15-30 years).
      Regarding clinical stages, histologic subtypes, general symptoms, treatments
      employed and response to treatment, the EBV-positive group was not significantly 
      different from the virus-negative group. During the mean follow-up time of 83
      months (9-300 months), the overall or event-free survival of EBV-negative
      patients was more favorable than that of EBV-positive patients, although the
      difference was not significant (p = 0.16 and p = 0.24, respectively). EBV
      infection may be involved in the pathogenesis of HL in our Hungarian study
      cohort, but it does not significantly affect clinical symptoms, therapeutic
      results or complete and event-free survival of HL patients.
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TI  - The effect of a parenteral ivermectin/closantel injection on the growth and
      reproductive development of early immature Fasciola hepatica in cattle.
PG  - 78-90
AB  - Sixteen calves approximately 6 months old were each infected with 500
      metacercariae of Fasciola hepatica. Thirty-two days later they were weighed and
      divided into two groups, and on day 35 all calves in one of the groups were
      injected subcutaneously with an ivermectin/closantel combination. Both groups
      were sacrificed between days 70 and 72 to enable counting and examination of the 
      flukes recovered from the bile ducts. Eggs released by the flukes were collected 
      for incubation, hatching and estimation of egg viability. Flukes were counted,
      flat-fixed in 70% ethanol, stained with catechol and carmine and measured. The
      reproductive organs, namely testis, vitelline glands, ovary and uterus, were
      examined and scored on a 0-3 scale according to their state of development. This 
      was visually assessed on the basis of size, distribution and staining density of 
      their constituent tissues and the abundance of eggs in the uterus. A
      representative sample of flukes from each animal was fixed in formalin for
      histological sectioning to enable more detailed examination of the reproductive
      structures. Treatment of the immature flukes reduced the population in cattle by 
      42.6% as compared with the controls and as a result of the stunting effect due to
      the presence of closantel during early development the size of treated flukes was
      reduced by 43.9%. A bimodal pattern of size and reproductive score was also
      observed in flukes from treated cattle, suggesting that the stunting effect on
      individual flukes differed depending on whether or not they had gained access to 
      the bile ducts or were still migrating in the hepatic parenchymal tissue at the
      time of drug exposure with the effect being greater once the fluke had gained
      access to the bile ducts. The mean reproductive score for untreated flukes was
      8.76 and for treated flukes 5.64, a 35.6% reduction. This difference was highly
      significant (p<0.001). Egg shedding from treated flukes was significantly less
      than that from controls (p<0.05), but there were no differences in hatchability, 
      suggesting that whilst drug treatment reduced the energy supply available for
      gametogenesis/oogenesis, it did not induce functional defects in the gonads or
      accessory reproductive organs. Histological examination confirmed that there was 
      a reduction in development of testes, ovaries and vitellaria in treated flukes,
      with a consequent reduction in egg production. In the treated flukes, early
      spermatogonia and oogonia were the predominant cell types in the testes and
      ovary, whilst undifferentiated stem cells were abundant in the vitelline
      follicles. In untreated flukes, cells representing more advanced stages in
      gametogenesis and vitellogenesis predominated in the respective organs. It is
      likely that this inhibition of gametogenesis and vitellogenesis was caused by the
      effects of closantel treatment on intermediary metabolism in the flukes. Clearly 
      these effects were evident even at a relatively early stage of fluke growth, and 
      because of the impact on egg output may have epidemiological importance in
      addition to the reduction in fluke numbers.
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TI  - Unequivocal morphological diagnosis of fungi in morphologically abnormal nails.
PG  - 862-7
AB  - AIMS: To analyse the prevalence of fungi in abnormal nails by morphological
      diagnosis. Prevalence studies of onychomycoses in temperate climate zones have
      yielded widely varying rates, possibly reflecting the confounding effects of
      referral bias, sampling specificity and intrinsic sensitivity of the diagnostic
      techniques employed. METHODS AND RESULTS: The method employed to identify fungi
      in nails entailed primary fixation using a non-formaldehyde-based coagulative
      fixative (BoonFix; Finetec, Japan) and microwave-enhanced processing to
      histology, followed by staining the paraffin sections with periodic acid-Schiff, 
      using haematoxylin as a routine counterstain. The results of 990 nail samples
      were tabled for statistical analysis related to gender, patient age and diabetes 
      mellitus status. In four of the 990 (< 1%) analysed cases the diagnosis was found
      to be equivocal using the method employed. These cases were jointly reviewed for 
      definitive diagnosis. The overall prevalence of invasive hyphal structures was
      found to be 606/990 (approximately 61%). The relative risk for fungal infection
      in morphologically abnormal nails was found to be higher for persons < 20 years
      old or diabetic patients aged > or = 71 years. CONCLUSIONS: The 61% positivity
      rate for fungi found justifies systematic direct submission of samples from
      abnormal nails for histological confirmation in order to avoid unwarranted
      treatment.
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TI  - Cytogenetic features of ependymoblastomas.
PG  - 559-62
AB  - Ependymoblastomas are very rare and highly malignant embryonal tumours of the
      central nervous system with distinctive multilayered rosettes being the main
      histopathological feature. They are a diagnostically challenging subtype of
      embryonal tumours, whose genetic features are unknown. Primary ependymoblastomas 
      from four children (one boy, three girls; mean age 24.8 months, range 4-41
      months) were investigated by comparative genomic hybridisation (CGH), to our
      knowledge constituting the only cohort of this entity studied by cytogenetic
      means. DNA copy number changes were found in each case, consisting mainly of
      gains of chromosome 2 as well as losses of chromosomes 6q and 13q (75% each). The
      tumours showed between one and five aberrations with a mean of 3.25 DNA copy
      number changes per case, with gains being less frequent than losses (1.25 gains
      vs 2 losses per case). The youngest patient showed the least imbalances (one),
      whereas the oldest child presented with the most aberrations (five). Clinical
      follow-up data were available for three of the four patients. All three had died 
      of their disease after a post-operative survival of 9 months (range 6-14 months).
      Our CGH data suggest that ependymoblastomas show distinct and fairly consistent
      chromosomal aberrations.
AD  - Department of Anatomical Pathology, Royal Children's Hospital Melbourne,
      Flemington Road, Parkville, VIC, 3052, Australia, and Institute of
      Neuropathology, University Hospital Munster, Germany.
      christian.rickert@rch.org.au
FAU - Rickert, Christian H
AU  - Rickert CH
FAU - Hasselblatt, Martin
AU  - Hasselblatt M
LA  - eng
PT  - Journal Article
DEP - 20060505
PL  - Germany
TA  - Acta Neuropathol
JT  - Acta neuropathologica
JID - 0412041
RN  - 0 (Fixatives)
RN  - 0 (Glial Fibrillary Acidic Protein)
RN  - 50-00-0 (Formaldehyde)
RN  - 9007-49-2 (DNA)
SB  - IM
MH  - Brain Neoplasms/*genetics/*pathology
MH  - Child, Preschool
MH  - DNA/genetics
MH  - Female
MH  - Fixatives
MH  - Formaldehyde
MH  - Gene Dosage
MH  - Glial Fibrillary Acidic Protein/metabolism
MH  - Humans
MH  - Image Processing, Computer-Assisted
MH  - Infant
MH  - Male
MH  - Neuroectodermal Tumors, Primitive/*genetics/*pathology
MH  - Nucleic Acid Hybridization
MH  - Paraffin Embedding
MH  - Tissue Fixation
EDAT- 2006/05/24 09:00
MHDA- 2007/04/17 09:00
CRDT- 2006/05/24 09:00
PHST- 2006/03/09 [received]
PHST- 2006/04/07 [accepted]
PHST- 2006/04/06 [revised]
PHST- 2006/05/05 [aheadofprint]
AID - 10.1007/s00401-006-0074-8 [doi]
PST - ppublish
SO  - Acta Neuropathol. 2006 Jun;111(6):559-62. Epub 2006 May 5.

PMID- 16635527
OWN - NLM
STAT- MEDLINE
DA  - 20061222
DCOM- 20070328
IS  - 0143-4004 (Print)
IS  - 0143-4004 (Linking)
VI  - 28
IP  - 2-3
DP  - 2007 Feb-Mar
TI  - The placenta in pre-eclampsia and intrauterine growth restriction: studies on
      exchange surface areas, diffusion distances and villous membrane diffusive
      conductances.
PG  - 233-8
AB  - We test the null hypothesis that the morphometric diffusive conductance of the
      placental villous membrane does not alter in pregnancies complicated by
      intrauterine growth restriction (IUGR) or pre-eclampsia (PE). Placentas were
      collected from cases of normotensive IUGR, pure PE, PE+IUGR and from control
      pregnancies. Microscopical fields on formalin-fixed, trichrome-stained
      histological sections were randomly sampled for location and orientation. Using
      stereological methods, the exchange surface areas of peripheral (terminal and
      intermediate) villi and their fetal capillaries and the arithmetic and harmonic
      mean thicknesses of the villous membrane (maternal aspect of trophoblast to
      luminal aspect of vascular endothelium) were estimated. An index of the
      variability in thickness of this membrane, and an estimate of its oxygen
      diffusive conductance, was derived secondarily. Group comparisons were drawn
      using two-way analysis of variance to identify main effects (of PE or IUGR) and
      interaction effects (between PE and IUGR). PE did not have significant effects on
      placental morphology and there were no significant effects of PE or IUGR on
      membrane thickness or its variability. In contrast, IUGR (with or without PE) was
      associated with reduced surface areas and this was the principal factor leading
      to a smaller membrane diffusive conductance in these placentas. When account was 
      taken of fetal mass, specific conductance showed no effects of PE or IUGR despite
      the mass-specific conductance in pure IUGR placentas appearing to be smaller than
      that in controls. The decline in total conductances is indicative of
      perturbations operating at the levels of villous trophoblast and fetal
      vasculature and these may contribute to fetal hypoxic stress.
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TI  - Printed circuit board industry.
PG  - 211-9
AB  - The printed circuit board is the platform upon which microelectronic components
      such as semiconductor chips and capacitors are mounted. It provides the
      electrical interconnections between components and is found in virtually all
      electronics products. Once considered low technology, the printed circuit board
      is evolving into a high-technology product. Printed circuit board manufacturing
      is highly complicated, requiring large equipment investments and over 50 process 
      steps. Many of the high-speed, miniaturized printed circuit boards are now
      manufactured in cleanrooms with the same health and safety problems posed by
      other microelectronics manufacturing. Asia produces three-fourths of the world's 
      printed circuit boards. In Asian countries, glycol ethers are the major solvents 
      used in the printed circuit board industry. Large quantities of hazardous
      chemicals such as formaldehyde, dimethylformamide, and lead are used by the
      printed circuit board industry. For decades, chemically intensive and often
      sloppy manufacturing processes exposed tens of thousands of workers to a large
      number of chemicals that are now known to be reproductive toxicants and
      carcinogens. The printed circuit board industry has exposed workers to high doses
      of toxic metals, solvents, acids, and photolithographic chemicals. Only recently 
      has there been any serious effort to diminish the quantity of lead distributed
      worldwide by the printed circuit board industry. Billions of electronics products
      have been discarded in every region of the world. This paper summarizes recent
      regulatory and enforcement efforts.
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TI  - Morphometric placental villous and vascular abnormalities in early- and
      late-onset pre-eclampsia with and without fetal growth restriction.
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AB  - OBJECTIVE: To evaluate placental morphology in pregnancies complicated by early- 
      and late-onset pre-eclampsia (PET) with and without fetal growth restriction
      (FGR) using stereological techniques. DESIGN: A total of 69 pregnant women were
      studied. Twenty women had pregnancies complicated by PET, 17 by FGR and 16 by
      both PET and FUR; the remaining 16 were from gestational-age-matched controls.
      Each group was further classified into early onset (<34 weeks) and late onsets
      (>34 weeks) based on gestational ages. SETTING: NPIMR at Northwick Park and St
      Marks Hospital. POPULATION: placentae from pregnant women. METHODS:
      Formalin-fixed, wax-embedded sections stained with anti-CD34 antibodies and
      counterstained with haematoxylin. MAIN OUTCOME MEASURES: Volumes, surface areas, 
      lengths, diameters and shape factors of the villous tissues and fetal vasculature
      in the intermediate and terminal villi of all the groups studied. RESULTS:
      Terminal villi volume and surface area were compromised in early-onset PET cases,
      late-onset PET had no impact on peripheral villi or vasculature features. The
      morphology of the vascular and villous subcomponents in the intermediate and
      terminal villi was significantly influenced by late-onset FGR, whereas
      early-onset FGR caused a reduction in placental weight. Length estimates were not
      influenced by PET, FGR or age of onset. Intermediate arteriole shape factor was
      significantly reduced in late-onset FGR. CONCLUSIONS: Isolated early-onset PET
      was associated with abnormal placental morphology, but placentas from late-onset 
      PET were morphologically similar to placentas from gestational-age-matched
      controls, confirming the existence of two subsets of this condition and
      supporting the hypothesis that late-onset PET is a maternal disorder and not a
      placental disease.
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TI  - Histochemical and immunohistochemical evidence of a bacterium associated with
      lesions of epizootic bovine abortion.
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AB  - Epizootic bovine abortion (EBA), a tick-transmitted disease of pregnant cattle
      grazing foothill pastures, is a major cause of reproductive failure in California
      and adjacent states. Affected fetuses develop a chronic disease, resulting in
      late-term abortion or premature calving. Despite investigations spanning 50
      years, to the authors' knowledge, the etiologic agent of EBA has not yet been
      isolated from affected fetuses or the tick vector. The diagnosis of EBA is based 
      on gross and microscopic lesions. Recently, documentation that the etiologic
      agent is susceptible to antibiotics and identification of a unique 16S
      deltaproteobacterial rDNA gene sequence in 90% of thymus tissues from aborted
      fetuses have supported the role of a bacterial infection as the cause of EBA. To 
      determine whether bacteria could be detected in the tissues, histochemical
      staining and immunohistochemical procedures were used on formalin-fixed,
      paraffin-embedded tissues. Use of a modified Steiner silver stain revealed small 
      numbers of intracytoplasmic bacterial rods in 37 of 42 thymic samples from
      EBA-affected fetuses. Improved detection was achieved by use of
      immunohistochemical staining with serum from EBA-affected fetuses that resulted
      in detection of numerous bacterial rods in the cytoplasm of histiocytic cells in 
      the thymus from all 42 EBA-affected fetuses. Immunohistochemical examination of
      additional tissues from 21 field and experimental EBA cases revealed positively
      stained intracytoplasmic bacterial rods in many organs with inflammatory lesions.
      Use of the modified Steiner stain and immunohistochemical staining of tissues
      from negative-control fetuses failed to reveal organisms. To the authors'
      knowledge, this is the first report to document morphologic evidence of a
      bacterium associated with the lesions of EBA.
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TI  - Haemophilus somnus (Histophilus somni) in bighorn sheep.
PG  - 34-42
AB  - Respiratory disease and poor lamb recruitment have been identified as limiting
      factors for bighorn-sheep populations. Haemophilus somnus (recently reclassified 
      as Histophilus somni) is associated with respiratory disease in American bison,
      domestic sheep, and cattle. It is also harbored in their reproductive tracts and 
      has been associated with reproductive failure in domestic sheep and cattle.
      Therefore, reproductive tract and lung samples from bighorn sheep were evaluated 
      for the presence of this organism. Organisms identified as H. somnus were
      isolated from 6 of 62 vaginal but none of 12 preputial swab samples. Antigen
      specific to H. somnus was detected by immunohistochemical study in 4 of 12
      formalin-fixed lung tissue samples of bighorn sheep that died with evidence of
      pneumonia. Notably, H. somnus was found in alveolar debris in areas of
      inflammation. The 6 vaginal isolates and 2 H. somnus isolates previously cultured
      from pneumonic lungs of bighorn sheep were compared with 3 representative
      isolates from domestic sheep and 2 from cattle. The profiles of major outer
      membrane proteins and antigens for all of the isolates were predominantly
      similar, although differences that may be associated with the host-parasite
      relationship and virulence were detected. The DNA restriction fragment length
      profiles of the bighorn-sheep isolates had similarities not shared with the other
      isolates, suggesting distinct phylogenetic lines. All of the isolates had similar
      antimicrobial profiles, but the isolates from the bighorn sheep produced less
      pigment than those from the domestic livestock, and growth of the former was not 
      enhanced by CO2. Wildlife biologists and diagnosticians should be aware of the
      potential of these organisms to cause disease in bighorn sheep and of growth
      characteristics that may hinder laboratory detection.
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TI  - Prevalence of agglutinating antibodies to Toxoplasma gondii in adult and fetal
      mule deer (Odocoileus hemionus) from Nebraska.
PG  - 1490-1
AB  - Toxoplasma gondii is an apicomplexan parasite of mammals and birds. Herbivores
      acquire postnatal infection by ingesting oocysts from contaminated food or water.
      Toxoplasma gondii infection is common in white-tailed deer, Odocoileus
      virginianus, but little is known about the prevalence of infection in mule deer, 
      O. hemionus. We examined sera from 89 mule deer from Nebraska for agglutinating
      antibodies to T. gondii using the modified direct agglutination test (MAT) with
      formalin-fixed tachyzoites as antigen. Thirty-one (35%) of the samples were
      positive at dilutions of > or = 1:25. Samples were examined from 29 fetuses from 
      these mule deer and none were positive in the MAT. Sera from 14 white-tailed deer
      from Nebraska were also examined and 6 (43%) were positive for T. gondii. Samples
      were examined from 5 fetuses from these white-tailed deer and none was positive
      in the MAT. Our results in both deer species from Nebraska are similar to studies
      conducted in white-tailed deer from other regions of the United States. Our
      findings indicate that mule deer are frequently infected with T. gondii and that 
      mule-deer meat may be a source of human infection.
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TI  - [Prevalence of intestinal parasites in children of Yukpa Ethnia in Toromo, Zulia 
      State, Venezuela].
PG  - 72-8
AB  - BACKGROUND: Yupkpa community in Perija Sierra does not have drinking water or
      sewage elimination systems. Thus it becomes a propitious place for infection with
      intestinal parasites. AIM: To determine the prevalence of intestinal parasites in
      children, ages 0 to 14 years, in the Yukpa ethnic population of Toromo in the
      Perija Mountains, Zulia State, Venezuela. MATERIAL AND METHODS: Ninety one fecal 
      samples were analyzed by the following coproparasitologic methods: saline
      solution and lugol fresh mount, formalin-ether concentration (Ritchie), and
      Kinyoun stain for intestinal coccidians. RESULTS: Overall parasite infection
      prevalence was 83.5%. The most frequently observed parasites were: Ascaris
      lumbricoides (57.1%), Trichuris trichiura (20.8%), Hymenolepis nana (14.2%),
      Blastocystis hominis (51.6%), Giardia lamblia (30.7%), and Entamoeba
      histolytica/E. dispar complex (21.9%). Coccidians were nont observed in any of
      the stool samples. CONCLUSIONS: The large number of infected people is directly
      related to the hygienic and sanitary conditions of the population studied.
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AB  - Tobacco smoking is one of the principal causes of morbidity and mortality in the 
      worldwide. By the year 2030, more than four million people per year worldwide
      will die of tobacco-related cause. No other consumer product is as dangerous as
      many people. Tobacco causes more deaths than any other dependence-producing
      substances, e.g. poor diet, alcohol, bacterial infections, poisoning, firearms,
      and illicit drugs. The morbidity and the mortality associated with tobacco use is
      caused by several toxic substances (e.g. nicotine, polynuclear aromatic
      hydrocarbons, aza-arenes, N-nitrosamines, aromatic amines, acrylonitrile,
      crotonaldehyde, vinyl chloride, formaldehyde, benzene, inorganic compounds).
      Tobacco smoking is a major independent risk factor for chronic obstructive
      pulmonary diseases (COPD), cancer (lung, larynx, pharynx, oesophagus, pancreas,
      kidney, urinary bladder, nasal cavity, uterine cervix), coronary heart disease
      (CHD) and reproduction. In 2004 42% of Polish man and 23% Polish women smoked.
      This publication presents a program that has been designed to educate medical
      students (fourth or fifth year) about tobacco in University of Medical Sciences. 
      There are two parts in total six hours education. Part I is concerned with the
      epidemiology of smoking, the toxicology of tobacco smoke, the health effects of
      tobacco use, the process of smoking cessation, the treatment for smokers, and
      smoking prevention. Part II (workshops) deals with teaching medical students how 
      to motivate patients to stop smoking. The second part consist of: identifying the
      smoker, taking a smoking history, evaluation of the level of dependence and
      assessing the smoker's readiness to stop smoking, motivating smokers to change,
      and preventing relapse. Both parts (theory and practical sessions), are scheduled
      to take three hours each.
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AB  - The purpose of this study was to evaluate the prevalence of intestinal parasites 
      in 277 healthy subjects in the city of Mamuras (Albania, South Eastern Europe)
      and the correlation between parasitic infections and possible risk factors.
      Faecal samples collected with sodium-acetate-formalin fixative were concentrated 
      by formalin ethylacetate sedimentation and examined as wet mounts, permanent
      stains and by anti-Giardia/Cryptosporidium fluorescent antibodies. Data
      concerning age, sex, level of education, availability of piped water, number of
      people living in the same house, and residence in rural or urban area were
      collected for each subject. Statistical analysis was performed by chi-square test
      and regression logistic analysis. The overall prevalence of intestinal parasites 
      was 183/277 (66.06%). In particular, pathogenic protozoa or helminths were found 
      in 67 subjects (24.18%), including Trichuris trichiura in 34 (12.27%), Giardia
      duodenalis in 31 (11.19%), Hymenolepis nana in 5 (1.8%), Ascaris lumbricoides in 
      3 (1.08%). A significant correlation was observed only between parasite
      colonization and older age and between Trichuris trichiura infection and
      residence in rural areas.
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TI  - Molecular diagnosis of Bordetella pertussis infection by evaluation of
      formalin-fixed tissue specimens.
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AB  - Formalin-fixed lung or trachea tissue specimens from four infants and one
      adolescent who died of respiratory illness were tested for Bordetella pertussis
      by conventional and real-time PCR assays. B. pertussis was confirmed in all
      cases. PCR can be an invaluable retrospective diagnostic tool for evaluating
      archival tissues from patients with suspected fatal pertussis.
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TI  - Investigation on the epidemiological factors of Clonorchis sinensis infection in 
      an area of south China.
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AB  - To detect the epidemiological factors of Clonorchis sinensis infection in
      Hengxian County, one of counties in Guangxi Zhuang Autonomous Region where
      Schistosoma japonicum was endemic but eliminated in the late 1980s, a
      questionnaire was designed with 37 questions covering socioeconomic conditions
      and human behavior, contamination of the environment and fish ponds, inadequate
      farming/fishery practices; and the formalin-ether sedimentation technique was
      used to examine the feces of cats, dogs and pigs for the eggs of C. sinensis.
      Fresh fish was sliced and digested to detect the metacercariae of C. sinensis
      under a stereomicroscope. Of 1,521 people interviewed, 64% of the interviewees
      did not know about fluke disease or its transmission route, 46% of those who knew
      about the fluke believed that the infection caused no harm or only slight harm to
      their health. More than half of the interviewees (51%) ate raw fish at least 1-2 
      times per month, more among the middle-aged males. Eight percent of them used the
      same utensils for both raw fish and cooked food. When advice was given not to eat
      raw fish, 73% of the interviewees thought it was not feasible. In relation to
      pisciculture, 25% and 9% of the owners of fish ponds fed their fish with feces of
      domestic animals and human feces, respectively. The prevalences of C. sinensis
      infection in cats, dogs and pigs were 70, 50 and 27%, respectively, and the
      infection rate in fish was 40%. These results indicate the poor knowledge, and
      beliefs, and unhealthy behaviors in the human population. They also show poor
      environmental hygiene and inappropriate farming/fishery practices are important
      in the increase of C. sinensis prevalence in humans. Combined interventions,
      including health education, environmental modification, reform of traditional
      farming/fishery practices, mass screening and chemotherapy for humans, and the
      management of domestic animals are needed in developing control strategies to
      decrease C. sinensis infection in the human population.
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TI  - [High prevalence of Cyclospora cayetanensis among indigenous people in Bolivar
      State, Venezuela].
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AB  - The intestinal coccidioses caused by Cryptosporidium parvum, Isospora belli, and 
      Cyclospora cayetanensis are parasitoses of major medical importance, but many
      epidemiological aspects of these infections are still unknown in Bolivar State,
      Venezuela. To determine the prevalence of intestinal parasites and especially of 
      intestinal coccidiosis, an indigenous population in San Antonio de Morichal was
      evaluated from July 2003 to April 2004. Stool samples obtained by spontaneous
      evacuation were preserved in potassium dichromate 2.5% and examined by the
      formalin-ether concentration method and Kinyoun staining. Of the 160 indigenous
      people examined, 92.5% (148 cases) were infected. Entamoeba coli (58.8%), Ascaris
      lumbricoides (38.8%), and Giardia lamblia (18.8%) were the most prevalent
      intestinal parasites. Coccidiosis prevalence was 13.1%, and cyclosporiasis was
      the most prevalent with 11.9% (19 cases). One subject with C. parvum oocysts and 
      another with I. belli oocysts were diagnosed. There was no difference according
      to sex (p > 0.05) and age (chi2 = 5.6; f.g. = 6) among individuals infected with 
      C. cayetanensis. Of these, two cases had only diarrhea. In conclusion, a high
      prevalence of intestinal coccidiosis infection was found among indigenous people 
      from this community, with C. cayetanensis as the most prevalent infection.
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TI  - Proliferative response in necrotising enterocolitis is insufficient to prevent
      disease progression.
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AB  - Necrotising enterocolitis (NEC) is characterised by severe mucosal loss and
      therefore gastrointestinal (GI) cell proliferation is essential for survival,
      epithelial repair and recovery of function. Trefoil peptides play a key role in
      epithelial restitution and repair, and we previously reported a down-regulation
      of these peptides in NEC. Oral administration of epidermal growth factor has a
      protective effect in a rat model of colitis. These observations raised the
      question of a link between the pathogenesis of NEC and decreased mucosal cell
      proliferation. This study investigates the pattern of mucosal cell proliferation 
      in the GI tract of fetuses, normal neonatal controls, infants with NEC and those 
      recovering from NEC. Parents of neonates up to 44 weeks' gestation undergoing
      laparotomy and bowel resection were approached for consent. Bowel samples from
      resection specimens, and GI tract extractions from products of conception at
      termination of pregnancy, were fixed in formalin and then embedded in paraffin
      blocks. Patterns of small and large bowel mucosal proliferation were assessed by 
      immunohistochemical staining for Ki67. Seventeen foetal and 58 postnatal bowel
      samples [34 with NEC (22 acute, 12 recovery) and 24 controls] were analysed. The 
      pattern of proliferation seen in the fetus and normal neonate was identical to
      that in mature bowel. In NEC severe mucosal necrosis was observed, but in viable 
      crypts remaining, there was crypt hyperplasia and a relative increase in the
      proportion of cells staining positive for Ki67. In those patients recovering from
      NEC the pattern of proliferation was returning towards the normal range. In those
      patients with post-NEC strictures the recovery of normal bowel morphology was
      delayed. In NEC there is massive loss of potential proliferative tissue. The
      remaining viable tissue shows an increase in proliferative activity in the small 
      and large bowel. Failure of rapid regeneration of functional mucosa may therefore
      be related to an inability of increased proliferative activity to match the
      losses from the surface; alternatively there may be rapid production of immature,
      short-lived cells. This study shows that the proliferative response, although
      present, is insufficient to rapidly reverse the mucosal insult observed in NEC.
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TI  - Comparative genomic hybridization of ectopic pregnancies that fail methotrexate
      therapy.
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AB  - Ectopic pregnancies that fail methotrexate therapy are predominantly euploid by
      comparative genomic hybridization (CGH). This feasibility study also confirms
      that formalin-fixed paraffin-embedded gestational tissue can successfully undergo
      CGH.
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TI  - Prevalence of differentiated thyroid cancer in 810 cases of surgically treated
      goiter in Yemen.
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AB  - BACKGROUND: In 1990, the World Health Organization (WHO) suggested that severe
      iodine deficiency exists in Yemen. Therefore, we looked at the prevalence of
      differentiated thyroid goiter in 810 cases consecutively treated by surgery for
      goiter. METHODS: This was a retrospective study of 810 surgically operated cases 
      of goiter over a 5-year period (1999-2003). All cases were evaluated on H&E
      stained sections from embedded, 10% buffered formalin fixed tissue blocks.
      Special stains and immunohistochemical analysis were done in Yemen and abroad.
      Most patients were older than 20 years of age and were from the high altitude
      areas (2000 to 2600 meters above sea level), where iodine deficiency disorders
      (IDD) are well documented. RESULTS: In the 810 cases, 729 (90%) were females and 
      the remaining 81 (10%) were males, with female-to-male ratio of 9:1.
      Differentiated thyroid cancer (DTC) was found in 170 (21%) cases, including 148
      (86.4%) females and 22 (13.6%) males. Nearly 60% of the cases were in the age
      group of 21-40 years. Papillary carcinoma was the most common type of DTC (164
      cases, 96.5%). CONCLUSIONS: In a Yemeni population, which has a high prevalence
      of iodine deficiency, 21% of patients operated on for nodular goiter without
      pre-operative fine needle aspiration biopsy had thyroid cancer, mostly of the
      papillary type. In this study, males and elderly patients with goiter had a
      higher chance of having malignancy.
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TI  - Vaccines for women to prevent neonatal tetanus.
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AB  - BACKGROUND: Tetanus is an acute, often fatal, disease caused by an exotoxin
      produced by Clostridium tetani. It occurs in newborn infants born to mothers who 
      do not have sufficient circulating antibodies to protect the infant passively, by
      transplacental transfer. Prevention may be possible by the vaccination of
      pregnant and/or non-pregnant women with tetanus toxoid, and the provision of
      clean delivery services. Tetanus toxoid consists of a formaldehyde-treated toxin 
      which stimulates the production of antitoxin. OBJECTIVES: To assess the
      effectiveness of tetanus toxoid, administered to women of childbearing age or
      pregnant women, to prevent cases of, and deaths from, neonatal tetanus. SEARCH
      STRATEGY: We searched the Cochrane Pregnancy and Childbirth Group Trials Register
      (December 2004) , The Cochrane Library (Issue 1, 2005), MEDLINE (1966 to December
      2004), EMBASE (1974 to December 2004). We also used the results from
      handsearching and consultations with manufacturers and authors. SELECTION
      CRITERIA: Randomised or quasi-randomised trials evaluating the effects of tetanus
      toxoid in pregnant women or women of childbearing age on numbers of neonatal
      tetanus cases and deaths. DATA COLLECTION AND ANALYSIS: Three review authors
      independently assessed trials for inclusion, data extraction and trial quality.
      MAIN RESULTS: Two trials (10,560 infants) were included. One study (1919 infants)
      assessed the effectiveness of tetanus toxoid in preventing neonatal tetanus
      deaths. After a single dose, the relative risk (RR) was 0.57 (95% confidence
      interval (CI) 0.26 to 1.24), and the vaccine effectiveness was 43%. With a two or
      three dose course, the RR was 0.02 (95% CI 0.00 to 0.30); vaccine effectiveness
      was 98%. No effect was detected on causes of death other than tetanus. The RR of 
      cases of neonatal tetanus after at least one dose of tetanus toxoid was 0.20 (95%
      CI 0.10 to 0.40); vaccine effectiveness was 80%. Another study, involving 8641
      children, assessed the effectiveness of tetanus-diptheria toxoid in preventing
      neonatal mortality after one or two doses. The RR was 0.68 (95% CI 0.56 to 0.82);
      vaccine effectiveness was 32%. In preventing deaths at 4 to 14 days, the RR was
      0.38 (95% CI 0.27 to 0.55), and vaccine effectiveness 62% (95% CI 45% to 73%).
      AUTHORS' CONCLUSIONS: Available evidence supports the implementation of
      immunisation practices on women of childbearing age or pregnant women in
      communities with similar, or higher, levels of risk of neonatal tetanus, to the
      two study sites. More information is needed on possible interference of
      vaccination by malaria chemoprophylaxis on the roles of malnutrition and vitamin 
      A deficiency, and on the quality of tetanus toxoid production and storage.
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TI  - [Environmental risk factors and outdoor formaldehyde and risk of congenital heart
      malformations].
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AB  - The aim of the study was to assess the relationships between environmental risk
      factors and the risk of congenital heart malformations. METHODS AND MATERIALS: An
      epidemiological case-control study was conducted. We investigated the effect of
      43 potential risk factors for congenital heart malformations and calculated their
      crude and adjusted odds ratios. RESULTS: The analysis revealed that maternal age 
      at delivery (< 19 or > or = 35 years), marital status, chronic diseases,
      reproductive history, maternal and paternal smoking, occupational and residential
      hazards were associated with increased risk of congenital heart malformations.
      Residential exposure to ambient formaldehyde (>2.42 microg/m3) tended to increase
      the risk of congenital heart malformations by 24% (OR=1.24; 95% CI 0.81-2.07).
      CONCLUSION: Stratified analysis of effects of exposure to occupational and
      residential hazards together showed that the risk of congenital heart
      malformations has increased significantly.
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TI  - Inflammatory myofibroblastic tumor in children: clinical review with anaplastic
      lymphoma kinase, Epstein-Barr virus, and human herpesvirus 8 detection analysis.
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AB  - BACKGROUND/PURPOSE: Inflammatory myofibroblastic tumor (IMT) is considered as an 
      intermediate neoplasm that may present malignant features. Differential diagnosis
      with other tumor processes is sometimes difficult. Similar anaplastic lymphoma
      kinase (ALK) gene abnormalities as in anaplastic large cell lymphoma have been
      reported. Human herpesvirus 8 (HHV-8) DNA sequences have been described in adult 
      pulmonary IMTs and Epstein-Barr virus (EBV) has been reported in splenic and
      hepatic IMTs, suggesting the importance of both viruses in IMT development. This 
      article aims to evaluate ALK, EBV, and HHV-8 expression in children with IMT and 
      to correlate our findings with clinical features. METHODS: Sixteen children
      (range, 1-15 years) who had surgery for IMT between 1978 and 2003 were evaluated 
      retrospectively. Formalin-fixed, paraffin-embedded archival tissues were stained 
      for HHV-8 and ALK with immunohistochemistry. Epstein-Barr virus was detected by
      in situ hybridization (EBER probes). RESULTS: Tumors were located in the
      pulmonary lobe (n = 4), urinary tract (n = 4), mesentery or bowel (n = 4),
      hepatic lobe (n = 1), vena cava (n = 1), spinal cord (n = 1), and soft tissue (n 
      = 1). Five children were treated with steroids and/or antibiotics before surgery,
      with no substantial result. IMT was excised totally in all but 2 cases. Four
      patients presented aggressive IMT with recurrence or metastasis requiring new
      surgery. ALK was positive in 3 (18.8%) cases and EBV in 1 pulmonary and 1 bladder
      tumor, all of them without recurrence or metastasis. None of the cases were
      positive for HHV-8. All patients are now disease-free with a mean follow-up of
      4.2 years. CONCLUSIONS: Considering the present lack of efficient medical
      treatment, surgery should still be considered as the mainstay therapy in IMT,
      even in cases of recurrence or metastases. Larger multicentric studies would be
      necessary to understand the prognostic significance of ALK, EBV, and HHV-8 and
      their relationships with the origins of the tumor.
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TI  - Reproductive history, occupational exposures, and thyroid cancer risk among women
      textile workers in Shanghai, China.
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AB  - OBJECTIVES: Thyroid cancer risk has been previously associated with increased age
      at first pregnancy and history of miscarriage. Occupational risk factors for
      thyroid cancer, with the exception of radioactive iodine, have not been well
      investigated. We conducted a case-cohort study nested in a cohort of 267,400
      female textile workers in Shanghai, China, who had been followed for cancer
      incidence during 1989-1998. METHODS: The analysis included 130 incident thyroid
      cases and 3,187 subcohort non-cases. Reproductive history was determined by
      questionnaire at baseline. Historical exposures were reconstructed from work
      history and information on factory processes and exposures. Cox proportional
      hazards analysis was performed to estimate hazard ratios (HR) for reproductive
      factors and occupational exposures. RESULTS: Associations were observed between
      thyroid cancer and employment in jobs with 10 or more years of benzene exposure
      (HR 6.43, 95% CI: 1.08, 38) and formaldehyde exposure (HR 8.33, 95% CI: 1.16,
      60). Administration workers also had an increased risk (HR 1.56, 95% CI: 1.08,
      2.25). No associations between examined reproductive factors and thyroid cancer
      were observed in this study. CONCLUSIONS: Despite statistically imprecise risk
      estimates, the findings suggest potential associations with some occupational
      chemical exposures in this cohort of textile workers.
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TI  - Seroprevalence of Helicobacter pylori among children in Sana'a, Yemen.
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AB  - BACKGROUND: Helicobacter pylori infection is primarily acquired in early
      childhood. Its transmission routes are debated. The aims of this study were to
      determine the seroprevalence of anti-H. pylori immunoglobulin G (IgG) in Yemeni
      children under 10 years of age, the potential risk factors for contracting H.
      pylori infection and co-infection of H. pylori with intestinal parasites.
      METHODS: Enzyme-labeled immunosorbent assay was used to determine the H. pylori
      prevalence rate among 572 healthy volunteers aged less than 10 years. Formalin
      ether concentration methods were used to test the prevalence of intestinal
      parasites (intestinal roundworms and tapeworms). In addition, we interviewed
      participants regarding potential risk factors for contracting H. pylori
      infection. RESULTS: The seroprevalence of H. pylori antibodies was 9%. The
      prevalence according to age varied from 0% in children under 2 years to 12.5% in 
      age group 9-10 years. There was a correlation between the amounts of positive
      antibodies and increasing age. The prevalence rate of H. pylori antibodies was
      also significantly associated with the practice of drinking water from reused
      plastic jerry cans, with poor mouth hygiene and with co-infection by intestinal
      parasites. CONCLUSION: The prevalence of H. pylori antibodies in Yemen among
      children under 10 years of age is higher than that reported from other regions
      for the same age groups. Yemen shares some but not all potential risk factors for
      H. pylori infection with countries in which similar socioeconomic conditions are 
      found. A possible way of eliminating H. pylori from the population would be via
      public health measures, i.e. preventing the reuse of plastic jerry cans, and
      improving sanitation and the standard of living.
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TI  - Histopathological features and P-glycoprotein expression in retinoblastoma.
PG  - 3478-83
AB  - PURPOSE: To investigate the expression of P-glycoprotein (P-gp) in retinoblastoma
      specimens enucleated as a primary treatment or after conservative treatment and
      to correlate this expression with histopathological tumor features. METHODS:
      Retrospective analysis was performed on retinoblastoma specimens obtained
      consecutively between 1993 and 2003 by enucleation either as primary treatment
      (group I) or after the failure of conservative treatment (group II). Sections
      from the formalin-fixed, paraffin-embedded specimens were stained with
      hematoxylin and eosin. Group I tumor differentiation was classified according to 
      the percentage of Flexner-Wintersteiner rosettes. Group II tumors, categorized as
      viable-appearing, regressed with a well-differentiated component (WDC), and
      regressed. Other features, such as choroidal and optic nerve invasion, were
      evaluated. P-gp expression was graded semiquantitatively as negative, low, or
      high. Variables were statistically analyzed by chi(2) and Student's t-tests.
      RESULTS: Histopathological assessment of group I revealed 65% moderately
      differentiated tumors, 30% well differentiated, and 5% poorly differentiated.
      Fifteen percent had optic nerve tumor invasion only, 20% choroidal invasion only,
      and 55% both choroidal and optic nerve invasion. Group II had 62.5%
      well-differentiated, regressed tumors; 25% had regressed tumors replaced by glial
      scarring; and 12.5% had tumors containing viable, poorly differentiated cells.
      Approximately 18% had choroidal tumor invasion only, 6.3% optic nerve tumor
      invasion only, and 6.3% simultaneous optic nerve and choroidal invasion. P-gp
      expression was observed in 60% of group I and 66.6% of group II. All
      P-gp-positive cases in group II had a high expression. P-gp was also expressed by
      81.2% of well-differentiated tumors. CONCLUSIONS: P-gp was expressed more
      frequently by well-differentiated retinoblastomas, especially those treated by
      chemotherapy before enucleation. This finding could be related to treatment
      failure.
AD  - Department of Ophthalmology, Federal University of Sao Paulo, Brazil.
      jpessoafilho@hotmail.com
FAU - Filho, Joao Pessoa Souza
AU  - Filho JP
FAU - Correa, Zelia Maria S
AU  - Correa ZM
FAU - Odashiro, Alexandre N
AU  - Odashiro AN
FAU - Coutinho, Anamaria Baptista
AU  - Coutinho AB
FAU - Martins, Maria Cristina
AU  - Martins MC
FAU - Erwenne, Clelia Maria
AU  - Erwenne CM
FAU - Burnier, Miguel N Jr
AU  - Burnier MN Jr
LA  - eng
PT  - Journal Article
PT  - Research Support, Non-U.S. Gov't
PL  - United States
TA  - Invest Ophthalmol Vis Sci
JT  - Investigative ophthalmology & visual science
JID - 7703701
RN  - 0 (Antineoplastic Agents)
RN  - 0 (P-Glycoprotein)
SB  - IM
MH  - Antineoplastic Agents/therapeutic use
MH  - Cell Differentiation
MH  - Child, Preschool
MH  - Eye Enucleation
MH  - Female
MH  - Humans
MH  - Immunoenzyme Techniques
MH  - Infant
MH  - Male
MH  - Neoplasm Invasiveness
MH  - P-Glycoprotein/*metabolism
MH  - Retinal Neoplasms/*metabolism/*pathology/therapy
MH  - Retinoblastoma/*metabolism/*pathology/therapy
MH  - Treatment Failure
EDAT- 2005/09/28 09:00
MHDA- 2005/12/13 09:00
CRDT- 2005/09/28 09:00
AID - 46/10/3478 [pii]
AID - 10.1167/iovs.04-1290 [doi]
PST - ppublish
SO  - Invest Ophthalmol Vis Sci. 2005 Oct;46(10):3478-83.

PMID- 16185798
OWN - NLM
STAT- MEDLINE
DA  - 20051115
DCOM- 20060131
IS  - 0273-2300 (Print)
IS  - 0273-2300 (Linking)
VI  - 43
IP  - 3
DP  - 2005 Dec
TI  - Risk assessment of formaldehyde for the general population in Japan.
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AB  - Formaldehyde is used in the production of resins, molding compounds, photographic
      film, bactericide, and tissue preservative. The purpose of this study was to
      provide an up-to-date critical review of the information to the toxicological
      profile of formaldehyde, and to assess the risk of formaldehyde for the general
      population in Japan. Inhaled formaldehyde is an effective sensory irritant at a
      dosage of 0.5 ppm in mice. Following inhalation in laboratory animals, more than 
      6 ppm formaldehyde causes degenerative non-neoplastic effects in mice and monkeys
      and nasal tumors in rats. It is considered that formaldehyde induces genotoxic
      effects directly in vitro and secondarily in vivo. Sensory irritation of the eyes
      and respiratory tract in response to inhalation exposure to formaldehyde has been
      reported at 0.08 ppm and above in human study. Formaldehyde is carcinogenic at
      the site of contact as a consequence of epithelial cell regenerative
      proliferation resulting from cytotoxicity and mutation, based on studies in both 
      animals and humans. Levels of formaldehyde in atmosphere detected in rural,
      suburban, and urban areas in Japan were 2.5-3.2 ppb from 1998 to 2003. The
      majority of the population is exposed to atmosphere concentrations of
      formaldehyde less than those associated with sensory irritation. The reference
      concentration of formaldehyde in atmosphere for the Japanese general population
      is recommended to be 0.01 ppm.
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TI  - Use of the platelet reactivity index by Grotemeyer, platelet function analyzer,
      and retention test Homburg to monitor therapy with antiplatelet drugs.
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AB  - In 1974, Wu and Hoak described a method for determining circulating platelet
      aggregates. This method was modified by Grotemeyer in 1983. The platelet
      reactivity index (PR) is based on the ratio of platelet aggregates in blood
      samples obtained in different buffer solutions. Platelet aggregates are resolved 
      when blood is sampled in EDTA-buffer, but remain fixed when EDTA-formalin-buffer 
      is used. Generally, the PR is preferred, because in vitro manipulations of
      platelets are not necessary, and the results are calculated. PR values above 1.05
      are suspicious for elevated platelet aggregation. PR values above 1.2 indicate
      pathological changes in platelet aggregation. The PR is inexpensive (4.0 euro
      dollars) and rapid to perform. PR values were used successfully to identify
      nonresponders to secondary prophylaxis with acetylsalicylic acid (ASA), that is, 
      patients suffering from stroke (33%) and patients after cardiac ischemia (18%).
      Furthermore, elevated PR values correlated significantly with the incidence of
      arterial thromboembolic complications. The PR correlated well in our prospective 
      study with values received from the retention test Homburg (RT-H) and the
      platelet function analyzer (PFA-100). The data indicate that the values of the PR
      seem to be highly predictive for the evaluation of the ASA therapy. However, the 
      PR is not feasible for the determination of the ASA overdosage.
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TI  - Fluorescence in situ hybridization investigation of cutaneous lesions in acute
      promyelocytic leukemia.
PG  - 1569-76
AB  - Cutaneous manifestations of acute promyelocytic leukemia are rare but well
      documented. Skin biopsies of leukemia can be difficult to confirm using
      morphology alone, and paraffin section immunophenotyping is not specific in
      separating acute promyelocytic leukemia from other acute myeloid leukemias
      involving the skin or inflammatory conditions, such as Sweet's syndrome and
      all-trans retinoic acid-associated genital ulcers, which may mimic leukemia
      cutis. Fluorescence in situ hybridization has been shown to be a fast and
      effective method of detecting the PML/RARA fusion gene characteristic of acute
      promyelocytic leukemia in fresh blood and bone marrow samples. Fluorescence in
      situ hybridization has also been demonstrated to be effective in detecting other 
      chromosomal rearrangements in paraffin-embedded tissue. This retrospective study 
      of cutaneous lesions from four patients with acute promyelocytic leukemia
      evaluates the utility of performing fluorescence in situ hybridization to confirm
      the presence of cutaneous manifestations of acute promyelocytic leukemia in
      formalin-fixed, paraffin-embedded skin biopsies. All patients had previous bone
      marrow findings of acute promyelocytic leukemia with characteristic morphology,
      immunophenotype, and cytogenetic studies, which detailed the presence of the
      t(15;17)(q22;q12) rearrangement. Two skin biopsies showed an infiltrate of
      blastic cells involving the dermis in a diffuse pattern and one biopsy had a
      perivascular/periadnexal pattern. The fourth case, involving the scrotum, showed 
      a predominant neutrophilic infiltrate diffusely involving the dermis and
      epidermis with a subset of blastic cells. Nuclei were extracted from core
      biopsies of the formalin-fixed paraffin-embedded tissue and fluorescence in situ 
      hybridization was performed using a dual color, dual fusion PML / RARA probe. All
      cases showed evidence of the t(15;17) rearrangement, with 90, 79, 51 and 16%
      positive signal patterns, each well above background limits. Fluorescence in situ
      hybridization appears to be a robust technique to detect cutaneous manifestations
      of acute promyelocytic leukemia in formalin-fixed paraffin-embedded skin
      biopsies.
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TI  - Immune responses and disease enhancement during respiratory syncytial virus
      infection.
PG  - 541-55
AB  - Respiratory syncytial virus (RSV) is one of the commonest and most troublesome
      viruses of infancy. It causes most cases of bronchiolitis, which is associated
      with wheezing in later childhood. In primary infection, the peak of disease
      typically coincides with the development of specific T- and B-cell responses,
      which seem, in large part, to be responsible for disease. Animal models clearly
      show that a range of immune responses can enhance disease severity, particularly 
      after vaccination with formalin-inactivated RSV. Prior immune sensitization leads
      to exuberant chemokine production, an excessive cellular influx, and an
      overabundance of cytokines during RSV challenge. Under different circumstances,
      specific mediators and T-cell subsets and antibody-antigen immune complex
      deposition are incriminated as major factors in disease. Animal models of immune 
      enhancement permit a deep understanding of the role of specific immune responses 
      in RSV disease, assist in vaccine design, and indicate which immunomodulatory
      therapy might be beneficial to children with bronchiolitis.
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TI  - Morphological and immunohistochemical differences between gonadal maturation
      delay and early germ cell neoplasia in patients with undervirilization syndromes.
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AB  - CONTEXT: Maturation delay of germ cells and their progression into carcinoma in
      situ (CIS) frequently occurs in intersex patients. A developmentally delayed germ
      cell resembles a CIS cell and displays prolonged expression of
      immunohistochemical markers used for the diagnosis of CIS. This questions their
      applicability in young children. OBJECTIVE: The objective of the study was the
      elaboration of tools to distinguish germ cells with maturation delay and CIS.
      DESIGN: The design was a qualitative and quantitative analysis of the expression 
      of diagnostic markers for CIS in gonads of young patients with undervirilization 
      syndromes. Setting: The study was conducted in the pathology department of a
      university center, specializing in germ cell tumor pathogenesis. PATIENTS:
      Fifty-eight formalin-fixed, paraffin-embedded testicular tissue samples of 30
      undervirilized patients (1 month to 23 yr of age) were analyzed. Interventions:
      Interventions included hematoxylin-eosin staining, immunohistochemistry for
      octamer binding transcription factor (OCT)3/4, gene encoding the stem cell factor
      receptor that has tyrosine kinase activity c-KIT, placental/germ alkaline
      phosphatase (PLAP), testis-specific protein Y encoded (TSPY), and VASA, double
      staining for OCT3/4 and VASA, with ploidy determination by fluorescent in situ
      hybridization. MAIN OUTCOME MEASURE: Maturation delay and CIS are characterized
      by the staining patterns of the immunohistochemical markers. RESULTS: CIS was
      diagnosed in three of 30 patients (10%) and four of 58 gonads (6.9%). Patient
      age, distribution of OCT3/4-positive cells throughout the gonad, and their
      position within the seminiferous tubule differ between maturation delay and CIS. 
      Abnormal OCT3/4 and testis-specific protein Y encoded expression appear to be of 
      pathogenetic relevance in the development of these lesions. CONCLUSION: The
      dimorphic expression of OCT3/4 allows distinction between maturation delay and
      CIS. Studies in larger patient series are essential before a biopsy to evaluate
      the neoplastic risk can eventually be proposed as an alternative for gonadectomy.
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TI  - An ecological study of the association of environmental chemicals on breast
      cancer incidence in Texas.
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AB  - PURPOSE: To investigate the role of environment in breast cancer development, we 
      conducted an ecological study to examine the association of releases for selected
      industrial chemicals with breast cancer incidence in Texas. METHODS: During
      1995--2000, 54,487 invasive breast cancer cases were reported in Texas. We
      identified 12 toxicants released into the environment by industry that: (1) were 
      positively associated with breast cancer in epidemiological studies, (2) were
      Environmental Protection Agency (EPA) Toxics Release Inventory (TRI) chemicals
      designated as carcinogens or had estrogenic effects associated with breast cancer
      risk, and (3) had releases consistently reported to EPA TRI for multiple Texas
      counties during 1988--2000. We performed univariate, and multivariate analyses
      adjusted for race and ethnicity to examine the association of releases for these 
      toxicants during 1988--2000 with the average annual age-adjusted breast cancer
      rate at the county level. RESULTS: Univariate analysis indicated that
      formaldehyde, methylene chloride, styrene, tetrachloroethylene,
      trichloroethylene, chromium, cobalt, copper, and nickel were positively
      associated with the breast cancer rate. Multivariate analyses indicated that
      styrene was positively associated with the breast cancer rate in women and men
      (beta=0.219, p=.004), women (beta=0.191, p=0.002), and women >or= 50 years old
      (beta=0.187, p=0.002). CONCLUSION: Styrene was the most important environmental
      toxicant positively associated with invasive breast cancer incidence in Texas,
      likely involving women and men of all ages. Styrene may be an important breast
      carcinogen due to its widespread use for food storage and preparation, and its
      release from building materials, tobacco smoke, and industry.
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TI  - Role of vascular endothelial growth factor-A in recurrent respiratory
      papillomatosis.
PG  - 289-95
AB  - Vascular endothelial growth factor-A (VEGF-A) is known to play an important role 
      in the angiogenic response essential for tumor growth in a variety of human and
      experimental tumors. This study was designed to investigate whether VEGF-A may
      play a role in the pathogenesis of recurrent respiratory papillomatosis (RRP). A 
      retrospective study with institutional review board approval was performed at a
      tertiary care medical center on 12 patients with a history of laryngeal RRP.
      Their ages at the time of initial diagnosis ranged from 19 to 96 months (mean, 56
      months). All patients had involvement of right and left true vocal cords. All
      patients required multiple endoscopic procedures (range, 4 to 66; mean, 12).
      Normal pediatric larynx samples from 5 autopsy patients were used as controls.
      Formalin-fixed, paraffin-embedded sections of laryngeal squamous papillomas from 
      the 12 patients with a diagnosis of RRP and the 5 control patients were examined 
      by in situ hybridization for the presence of messenger RNA (mRNA) for VEGF-A and 
      vascular endothelial growth factor receptor 1 (VEGFR-1) and vascular endothelial 
      growth factor receptor 2 (VEGFR-2). The biopsy specimens were from the true vocal
      cord (N = 10) or subglottis (N = 2) in the patients with RRP and consisted of
      large sections of larynx including the true vocal cord in the control patients (N
      = 5). Strong expression of VEGF-A mRNA was noted in the squamous epithelium of
      papillomas of all 12 patients. Strong expression of VEGFR-1 and VEGFR-2 was noted
      in the endothelial cells of the underlying vessels in all 12 patients. Neither
      strong labeling of VEGF-A mRNA nor labeling of its receptors wasnoted in the
      control patients. We conclude that the angiogenic growth factor VEGF-A is
      strongly expressed in the epithelium of squamous papillomas in RRP. Also, VEGFR-1
      and VEGFR-2 mRNAs are strongly expressed by underlying vascular endothelial
      cells, suggesting an important role in the pathogenesis of RRP.
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TI  - Immunohistochemical identification of Campylobacter fetus in natural cases of
      bovine and ovine abortions.
PG  - 138-41
AB  - An immunohistochemistry (IHC) procedure for the detection of Campylobacter fetus 
      antigens using an avidin-biotin complex technique was performed on formalin fixed
      bovine and ovine fetal tissues from 26 natural cases of Campylobacter spp.
      abortion (four ovine and 22 bovine). The species of Campylobacter isolated
      included C. fetus ssp. venerealis from 13 bovine fetuses, C. fetus ssp. fetus
      from two ovine and one bovine fetus, Campylobacter jejuni from seven bovine
      fetuses, Campylobacter lari from two ovine fetuses and an unspeciated
      Campylobacter species in one bovine fetus. Histologic lesions identified in the
      aborted fetuses included placentitis, serositis, pneumonia, gastroenteritis,
      hepatitis and encephalitis. Campylobacter fetus antigens were identified by IHC
      in 13 of 13 bovine fetuses from which C. fetus ssp. venerealis was isolated and
      in two of two ovine fetuses from which C. fetus ssp. fetus was isolated. The IHC 
      stains were negative in tissues from seven bovine fetuses from which C. jejuni
      was isolated, one bovine fetus infected with C. fetus ssp. fetus, one bovine
      fetus infected with the unspeciated Campylobacter and two ovine fetuses infected 
      with C. lari. In positive cases, the IHC stain most frequently identified
      bacteria in the lung and gastrointestinal tract. The C. fetus IHC procedure
      performed on formalin fixed tissues is a practical tool for the diagnosis of
      natural cases of ovine and bovine abortion caused by C. fetus.
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TI  - Estrogen and progesterone receptors and cyclooxygenase-2 expression in
      endometrial cancer, endometrial hyperplasia, and normal endometrium.
PG  - 483-8
AB  - OBJECTIVES: To determine whether cyclooxygenase-2 (COX-2) expression is seen in
      endometrial cancer, endometrial hyperplasia, and normal endometria and whether it
      correlates with expression of estrogen and progesterone receptors. METHODS: The
      study was a retrospective, IRB-approved analysis of biopsy samples from 14
      patients with endometrial adenocarcinoma, 19 with endometrial hyperplasias, and
      10 with normal endometrium. Excluded were samples from women with a history of
      pelvic radiation, NSAID use, or treatment with hormones during previous year.
      Immunohistochemical analyses were performed on formalin-fixed, paraffin-embedded 
      tissues. Expression of COX-2, estrogen and progesterone receptors were scored
      according to the proportion of positive-staining cells: 1(+), <10%; 2(+), 10-50%;
      and 3(+), >50%. A score > or =2(+) was considered positive. Fisher's exact test
      and analysis of variance were used to compare proportions and continuous
      variables, respectively. RESULTS: Overexpression of COX-2 was seen in 4 (29%) of 
      the endometrial cancers, 6 (32%) of the endometrial hyperplasia, and 4 (20%) of
      the normal endometria. These differences were not statistically significant (P = 
      0.90). No COX-2 expression was found in stromal tissue. Of 14 endometrial
      cancers, 7 (50%) expressed any COX-2, with 4 (29%) having an expression score of 
      > or =2(+). Of 19 endometrial hyperplasias, 11 (58%) expressed any COX-2; with 6 
      (32%) having a score of > or =2(+). All 10 normal endometria showed only 1(+)
      expression. No significant differences were detected in COX-2 expression by grade
      or stage of cancer. Although 100% and 95% of both hyperplasia and normal
      endometrium samples expressed in estrogen and progesterone receptors,
      respectively, only 71% and 79% of endometrial cancers expressed estrogen and
      progesterone receptors (P = 0.01). A nonparametric trend was performed to detect 
      a relationship, between COX-2 and estrogen receptor or progesterone receptor
      expression; no significant trend was found. CONCLUSIONS: In this study, the
      immunohistochemical analysis showed a trend toward increased COX-2 expression in 
      endometrial cancer and hyperplasia compared to normal endometria. A larger sample
      size is needed to confirm these results. The increased COX-2 expression in
      hyperplasia may signify an early step in carcinogenesis. These findings may
      represent an important treatment opportunity for synergism in the hormonal
      therapy of endometrial cancer.
AD  - Department of Obstetrics, Gynecology and Reproductive Sciences, The University of
      Texas Health Science Center, Houston, TX 77025, USA.
FAU - Orejuela, Francisco J
AU  - Orejuela FJ
FAU - Ramondetta, Lois M
AU  - Ramondetta LM
FAU - Smith, Judith
AU  - Smith J
FAU - Brown, Jubilee
AU  - Brown J
FAU - Lemos, Luciano B
AU  - Lemos LB
FAU - Li, Yang
AU  - Li Y
FAU - Hollier, Lisa M
AU  - Hollier LM
LA  - eng
PT  - Journal Article
PL  - United States
TA  - Gynecol Oncol
JT  - Gynecologic oncology
JID - 0365304
RN  - 0 (Membrane Proteins)
RN  - 0 (Receptors, Estrogen)
RN  - 0 (Receptors, Progesterone)
RN  - EC 1.14.99.1 (Cyclooxygenase 2)
RN  - EC 1.14.99.1 (PTGS2 protein, human)
RN  - EC 1.14.99.1 (Prostaglandin-Endoperoxide Synthases)
SB  - IM
MH  - Adult
MH  - Cyclooxygenase 2
MH  - Endometrial Hyperplasia/enzymology/*metabolism
MH  - Endometrial Neoplasms/enzymology/*metabolism
MH  - Endometrium/enzymology/metabolism
MH  - Female
MH  - Humans
MH  - Immunohistochemistry
MH  - Membrane Proteins
MH  - Middle Aged
MH  - Prostaglandin-Endoperoxide Synthases/*biosynthesis
MH  - Receptors, Estrogen/*biosynthesis
MH  - Receptors, Progesterone/*biosynthesis
MH  - Retrospective Studies
EDAT- 2005/05/03 09:00
MHDA- 2005/07/13 09:00
CRDT- 2005/05/03 09:00
PHST- 2004/10/13 [received]
PHST- 2005/01/21 [revised]
PHST- 2005/02/08 [accepted]
AID - S0090-8258(05)00122-8 [pii]
AID - 10.1016/j.ygyno.2005.02.010 [doi]
PST - ppublish
SO  - Gynecol Oncol. 2005 May;97(2):483-8.

PMID- 15849948
OWN - NLM
STAT- MEDLINE
DA  - 20050426
DCOM- 20050517
LR  - 20091111
IS  - 0375-0760 (Print)
IS  - 0375-0760 (Linking)
VI  - 55
IP  - 1
DP  - 2003 Jan-Apr
TI  - [Intestinal parasitosis in children admitted to the Pediatric Teaching Hospital
      of Cerro, Havana City, Cuba].
PG  - 19-26
AB  - A study on intestinal parasitism was conducted among 401 children admitted in the
      Pediatric Teaching Hospital of Cerro, from May to June, 1999. To this end, a
      representative, randomized and stratified sample by service was taken. 3 samples 
      of feces per child were collected, preserved in formaldehyde, and processed by 3 
      parasitological methods. There was an intestinal parasitism prevalence of 15% at 
      the hospital and there were no differences between the stratum of children
      admitted in Gastroenterology and the rest of the services as regards commensals
      and parasites in general (p > 0.05); however, commensals predominated in the
      second group (p < 0.01) The intestinal coccidia, Cryptosporidium parvum and
      Cyclospora cayetanensis prevailed in the Gastroenterology service over the rest
      of the services (p < 0.01). The age group over 4 (school children) was the most
      affected, both by protozoa and commensals (p < 0.01), excepting Cryptosporidium
      parvum that affected the infants more (p < 0.05). The analysis of some
      epidemiological antecedents showed that those children eating fruit without
      peeling and washing them, having vegetables withouth washing them first and
      walking barefooted were more prone to infection (RR > 1). A higher frequency of
      infection due to intestinal parasites was found among those living in rural
      areas, drinking well or river water, and defecating in latrines or in the open
      air (RR > 1). These results suggested that in spite of the existing knowledge of 
      the epidemiological and risk factors, the intestinal parasites continue affecting
      the child population
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TI  - CD8 T lymphocytes do not express cytotoxic proteins in coronary artery aneurysms 
      in acute Kawasaki disease.
PG  - 382-4
AB  - Coronary arterial inflammation in acute Kawasaki disease (KD) is characterized by
      transmural infiltration of CD8 T lymphocytes, suggesting that CD8 T lymphocyte
      cytotoxic activity may be important in the pathogenesis of coronary arterial
      damage in acute KD. We performed immunohistochemistry for the cytotoxic proteins 
      perforin and granzyme B on paraffin-embedded, formalin-fixed coronary artery
      aneurysm tissue from 6 children who died in the acute stage of KD. Neither
      perforin nor granzyme B was detected in the KD coronary aneurysm wall. We
      speculate that the etiologic agent of KD interferes with expression of these
      cytotoxic proteins by CD8 T lymphocytes, prolonging inflammation in the arterial 
      wall and leading to coronary artery aneurysm formation.
AD  - Division of Infectious Diseases, Department of Pediatrics, Northwestern
      University, Feinberg School of Medicine, Children's Memorial Hospital, Chicago,
      IL, USA.
FAU - Guzman-Cottrill, Judith A
AU  - Guzman-Cottrill JA
FAU - Garcia, Francesca L
AU  - Garcia FL
FAU - Shulman, Stanford T
AU  - Shulman ST
FAU - Rowley, Anne H
AU  - Rowley AH
LA  - eng
GR  - R01 HL063771-06/HL/NHLBI NIH HHS/United States
PT  - Journal Article
PL  - United States
TA  - Pediatr Infect Dis J
JT  - The Pediatric infectious disease journal
JID - 8701858
RN  - 0 (Membrane Glycoproteins)
RN  - 0 (Pore Forming Cytotoxic Proteins)
RN  - 126465-35-8 (Perforin)
RN  - EC 3.4.21.- (GZMB protein, human)
RN  - EC 3.4.21.- (Granzymes)
RN  - EC 3.4.21.- (Serine Endopeptidases)
SB  - IM
MH  - Acute Disease
MH  - CD8-Positive T-Lymphocytes/*immunology
MH  - Child
MH  - Coronary Aneurysm/complications/*immunology/mortality
MH  - Coronary Vessels/*immunology
MH  - Female
MH  - Granzymes
MH  - Humans
MH  - Immunohistochemistry
MH  - Infant
MH  - Male
MH  - Membrane Glycoproteins/*metabolism
MH  - Mucocutaneous Lymph Node Syndrome/*complications/immunology/mortality
MH  - Perforin
MH  - Pore Forming Cytotoxic Proteins
MH  - Serine Endopeptidases/*metabolism
EDAT- 2005/04/09 09:00
MHDA- 2005/06/23 09:00
CRDT- 2005/04/09 09:00
AID - 00006454-200504000-00020 [pii]
PST - ppublish
SO  - Pediatr Infect Dis J. 2005 Apr;24(4):382-4.

PMID- 15810952
OWN - NLM
STAT- MEDLINE
DA  - 20050406
DCOM- 20050628
LR  - 20100901
IS  - 0309-0167 (Print)
IS  - 0309-0167 (Linking)
VI  - 46
IP  - 4
DP  - 2005 Apr
TI  - Supratentorial primitive neuroectodermal tumours of the brain: multidirectional
      differentiation does not influence prognosis. A clinicopathological report of 18 
      patients.
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AB  - AIMS: To examine the clinical and pathological characteristics of supratentorial 
      primitive neuroectodermal tumours (PNETs) in a retrospective series of 18
      patients, according to the strict definition of the World Health Organization
      classification of tumours that excludes other types of malignant embryonal
      tumours of the brain. METHODS AND RESULTS: Eleven children and seven adults with 
      supratentorial PNETs were diagnosed between 1993 and 2002 and their medical
      records were reviewed. An immunohistochemical study was performed on
      formalin-fixed paraffin-embedded tissue of 18 primary tumours and five
      recurrences with antibodies for neuronal (neuron specific enolase, synaptophysin,
      neurofilament, chromogranin A), epithelial [epithelial membrane antigen (EMA),
      cytokeratin], glial [glial fibrillary acidic protein (GFAP)], muscle (desmin,
      h-caldesmon, alpha-smooth muscle actin, myogenin) differentiation and with two
      anti-CD99 antibodies. All tumours showed at least one neuronal marker except
      chromogranin A; a variable number of cells were GFAP+ or EMA+ in 18/23 tumours.
      Six primary tumours and one recurrence were positive for cytokeratin and/or one
      muscle antigen except myogenin. CD99 was observed in 33% of the cases. The mean
      duration of overall survival was 20 months. The estimated overall survival rates 
      were 61% at 1 year, 29% at 2 years, and 18% at 3 years. Two factors of poor
      prognosis were identified by univariate analysis: a positive cerebrospinal fluid 
      cytology at diagnosis and the absence of complete resection. No distinct
      immunophenotype was statistically related to survival. CONCLUSIONS: A
      multidirectional differentiation is a frequent event in supratentorial PNETs but 
      has no apparent influence on the outcome of this aggressive neoplasm.
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TI  - Real-time quantitative PCR assay for the detection of Helicobacter pylori: no
      association with sudden infant death syndrome.
PG  - 202-6
AB  - Helicobacter pylori infection is known to be one of the most common chronic
      infectious diseases in humans. Recently, a hypothesis was proposed that H. pylori
      infection could be a frequent cause for sudden infant death syndrome (SIDS). We
      have investigated this postulated association by examining formalin-fixed
      paraffin-embedded gastric tissues of a retrospective cohort of 94 SIDS cases: The
      presence of H. pylori was inferred from a newly developed real-time quantitative 
      PCR assay with SYBR Green I detection. This assay is based on the amplification
      of the single-copy H. pylori-specific glmM gene. Accuracy and precision were
      verified using a plasmid containing a 977-bp fragment of this glmM gene. The
      assay was very sensitive, and as few as 30 template copies per PCR reaction could
      be detected even in the presence of excess human DNA. The assay was validated on 
      mucosal biopsy samples of patients with known H. pylori infections. Interfering
      effects due to SIDS gastric tissue were excluded. Only two (2.1%) of the SIDS
      samples yielded H. pylori DNA copy numbers and only beyond the lowest standard
      concentration. These results could be confirmed independently by
      immunohistochemistry using an H. pylori-specific antibody. Thus, an infection by 
      H. pylori is very rare in cases of SIDS, and thus the postulated association of
      H. pylori infection and SIDS cannot be confirmed.
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TI  - [Synaptophysin expression abnormalities in Hirschsprung's disease].
PG  - 407-15
AB  - Hirschsprung's disease is defined by the congenital absence of ganglion cells in 
      enteric plexuses. Immunostaining of synaptophysin after formalin fixation may be 
      used to identify hyperplasia of nerve fibers and rarefaction of neuromuscular
      junctions in Hirschsprung's disease. The aim of the study was to evaluate
      semi-quantitatively the expression of synaptophysin in Hirschsprung's disease, in
      correlation with morphologic features. This retrospective study included 3
      controls, 42 surgical rectal biopsies performed for suspicion of Hirschsprung's
      disease in children presenting with lower digestive occlusion or severe chronic
      constipation, including 18 Hirschsprung's disease, and 23 surgical specimens of
      Hirschsprung's disease. In the absence of Hirschsprung's disease,
      synaptophysin-positive fibers were numerous but thin in the muscularis mucosae,
      thin and scarce in the mucosa and submucosa. Neuromuscular junctions were thin
      and numerous in the muscularis propria. In Hirschsprung's disease,
      synaptophysin-positive fibers were coarse, and increased in number on each side
      of the muscularis mucosae. Plexuses were enlarged, weakly stained, and associated
      in the connective tissue of the muscularis propria with coarse and intensely
      stained fibers. In conclusion, staining for synaptophysin could be useful to
      demonstrate abnormalities of enteric innervation in rectal biopsies performed for
      suspected Hirschsprung's disease in the absence of acetylcholinesterase staining 
      on frozen sections, in transmural biopsies performed for guiding surgery in
      Hirschsprung's disease, and in cases of extensive Hirschsprung's disease.
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      Biologie-Pathologie, CHRU, 59037 Lille Cedex.
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TI  - Survey for intestinal parasites in Belize, Central America.
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AB  - A stool survey was carried out in 5 villages in the Toledo district of the
      Central American country of Belize. Eighty-two percent of a total population of
      672 participated. The stools were examined by the formalin-ethyl-acetate
      concentration technique. Sixty-six percent of the population was found to have
      one or more intestinal parasites. The most common infection was hookworm (55%)
      followed by Ascaris lumbricoides (30%), Entamoeba coli (21%), Trichuris trichiura
      (19%), Giardia lamblia (12%), Iodamoeba beutschlii (9%), and Entamoeba
      histolytica/dispar (6%). Other parasites found were Entamoeba hartmani,
      Strongyloides stercoralis, Endolimax nana, Isospora belli, and Chilomastix
      mesnili. Children were more often infected than adults and more females had
      hookworm infections. Sixty percent of 111 households surveyed had dirt floors,
      43% were without toilets, 35% of the houses were overcrowded, and 10% obtained
      drinking water from streams. Cross-tabulation and logistic regression analyses
      were used to identify risk and protective factors associated with parasitoses.
      The risk factors were: being in the Mayan Ketchi population group, and abtaining 
      housework and drinking water from streams. Protective factors were: drinking
      treated water and the wearing of shoes.
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TI  - [Surgery for coarctation of the aorta in infants younger than three months].
PG  - 27-33
AB  - INTRODUCTION: Recurrent coarctation is a complication which is seen at a
      consistent rate following repair for coarctation of the aorta in young infants.
      OBJECTIVE: This retrospective analysis was carried out to compare the results
      between resection with end-to-end anastomosis (ETE), and resection with extended 
      end-to-end anastomosis (E-ETE), in this age group during late follow-up period.
      The role of ductus arteriosus is not clearly defined and the second objective of 
      this study was to analyze intimal thickening in aortic coarctation. MATERIAL AND 
      METHODS: From 1999 to 2003, 45 patients less than 3 months of age underwent
      repair of aortic coarctation. Mean age was 24 days (2-89 days), average weight
      was 3.5 +/- 0.6 kg (2.4-5.2 kg). The method of repair was ETE in 14 (31.1%)
      patients, E-ETE in 29 (64.4%) patients and other techniques were applied in 2
      cases. Demographic, morphometric, clinical and operative variables were analyzed 
      for correlation with recurrent arch obstruction. In order to characterize the
      components of intimal thickening in coarctation, narrowed segments of aorta
      resected from 16 neonates during surgery were examined immunocytochemically and
      by electron microscopy. For light microscopy, the specimens were dehydrated in
      graded ethanol (70-100%), cleared in xylol and embedded in paraffin.
      Immunocytochemical staining was performed in 5 microm sections from
      formaldehyde-fixed paraffin-embedded blocks, using a labeled streptavidin-biotin 
      method with an LSAB kit (Dako). RESULTS: Early mortality was 6.7% (CI 95%,
      2.9%-10.4%). All early deaths (3 patients) occurred in infants with associated
      ventricular septal defects (p<0.05). The mean follow-up for all patients was 30
      +/- 21 months (range 1.5-63 months). During mean follow-up of 2 months, recurrent
      arch obstruction was diagnosed in 9 patients (21.4%). Two patients with
      associated complex heart defects died before re-intervention, one had mild
      gradient on catheterization (20 mm Hg) and one is waiting for catheterization.
      Five patients were reoperated and the mean time to re-intervention was 4 months
      (range 2.6-6 months). Kaplan-Meier freedom from recoarctation was 78.1 +/- 6.4%
      at 5 years in the whole group. Freedom from recoarctation was 60.6 +/- 15.4% at
      25 months in ETE group and 86.2 +/- 6.4% at 60 months in E-ETE group (p=0.062).
      Factors associated with recoarctation, obtained by univariable Cox regression,
      included abnormal right subclavian artery (p=0.003), hypoplastic proximal
      transverse aortic arch (Z < or = -2, p=0.025) and weight at operation < or = 3 kg
      (p=0.02). Abnormal origin of the right subclavian artery was the only independent
      predictor of recoarctation obtained by multivariable Cox regression analysis.
      DISCUSSION: All examined specimens had intimal thickening of the posterior aortic
      wall, with accumulation of smooth muscle cells (SMC) with alpha smooth muscle
      actin (alpha-SMA) and vimentin-immunoreactivity (but not desmin and MHC) and also
      expressed PCNA and S-100. In the inner media of the anteromedial wall of the
      aorta, all specimens had large number of SMC expressing desmin and MHC. SMC in
      the inner media exhibit contractile phenotype and their origin could be ductal.
      CONCLUSION: Both procedures are effective for coarctation repair in young
      infants. Risk of recoarctation is a function of the complex anatomy of the arch, 
      while residual ductal tissue may play a significant role.
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TI  - Alcohol dehydrogenase 2*3 affects alterations in offspring facial morphology
      associated with maternal ethanol intake in pregnancy.
PG  - 1598-606
AB  - BACKGROUND: Ethanol intake during pregnancy alters offspring facial morphology.
      However, significant variation that may be due to genetic diversity in ethanol
      metabolizing enzymes occurs. The alcohol dehydrogenase 1B*3 (ADH1B*3) allele is
      protective for offspring developmental outcome after maternal alcohol drinking in
      pregnancy and may explain the spectrum of facial morphology. METHODS: Faces of
      infants with known ADH1B genotype, whose mothers' ADH1B genotypes and ethanol
      intake were determined during pregnancy, were photographed using uniform
      procedures. Photographs were scanned and the inner canthal distance, palpebral
      fissure length, and distance from the bridge of the nose to the bottom of the
      upper lip were measured by an investigator who was blinded to genotype and
      ethanol exposure. RESULTS: Among 247 photographed infants, each facial
      measurement varied >2-fold. Median absolute ethanol daily intake was 0.5 oz among
      mothers who reported drinking in the periconceptional period (N = 173) and 0.17
      oz among mothers who reported drinking before the first prenatal visit (N = 62). 
      Controlling for the amount of maternal ethanol intake just before the first
      prenatal visit and infant sex, the three-way interaction among the absence of a
      maternal and offspring ADH1B*3 allele and the presence of ethanol consumption
      just before the first prenatal visit was associated with smaller facial
      measurements (p = 0.002, MANCOVA). CONCLUSIONS: These are the first observations 
      of a significant gene-environment interaction explaining variation in facial
      morphology associated with ethanol use in pregnancy. This positive effect of
      ADH1B*3 is consistent with its known positive effect on offspring birth weight
      and developmental outcome after in utero ethanol exposure.
AD  - Department of Pediatrics, Medical College of Wisconsin, Milwaukee, Wisconsin
      53226, USA.
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TI  - The diphtheria and pertussis components of diphtheria-tetanus toxoids-pertussis
      vaccine should be genetically inactivated mutant toxins.
PG  - 81-8
AB  - Replacement of cellular with acellular pertussis (aP) vaccines has considerably
      reduced the systemic reactions observed with diphtheria-tetanus toxoids-pertussis
      vaccine but has not eliminated the extensive swelling (sometimes involving an
      entire limb) observed after the fifth injection of diphtheria-tetanus toxoids-aP 
      (DTaP) vaccine. This local reaction, which is likely an Arthus hypersensitivity
      reaction caused by high levels of antibodies reacting with DTaP vaccine, could
      discourage its use in adults, who serve as the major reservoir of pertussis for
      infants. That a critical level of antibodies to pertussis toxin is both essential
      and sufficient to prevent infection with Bordetella pertussis is derived from
      data from animal and clinical studies, including data showing the similarities
      between the immunity induced by diphtheria and pertussis toxoids. The genetically
      inactivated diphtheria and pertussis mutant toxins are more immunogenic and,
      therefore, induce comparable levels of antitoxin at lower protein levels than do 
      the formalin-treated native toxins. Replacement of the diphtheria and aP
      components with these improved antigens will reduce the amount of protein in DTaP
      vaccine and, most likely, the incidence and severity of local reactions in
      teenagers and adults.
AD  - National Institute of Child Health and Human Development, National Institutes of 
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TI  - [Immunologic criteria of health changes caused by chemicals polluting environment
      in infants and pregnant women].
PG  - 1-7
AB  - The authors revealed relations-hip between pregnancy disorders and changed
      humoral immunity parameters including production of anti-hapten antibodies to
      chemical pollutants (formaldehyde, nickel and lead). The authors disclosed
      reliable correlations between immune disorders in pregnancy and specific diseases
      in newborns and infants.
FAU - Dueva, L A
AU  - Dueva LA
FAU - Sivochalova, G V
AU  - Sivochalova GV
FAU - Titov, A S
AU  - Titov AS
LA  - rus
PT  - English Abstract
PT  - Journal Article
TT  - Immunologicheskie kriterii vliianiia khimicheskikh zagriaznitelei okruzhaiushchei
      sredy na zdorov'e beremennykh zhenshchin i detei pervogo goda zhizni.
PL  - Russia
TA  - Med Tr Prom Ekol
JT  - Meditsina truda i promyshlennaia ekologiia
JID - 9434213
RN  - 0 (Environmental Pollutants)
RN  - 0 (Hazardous Substances)
RN  - 0 (Immunoglobulin G)
RN  - 0 (Immunoglobulin M)
RN  - 37341-29-0 (Immunoglobulin E)
SB  - IM
MH  - Antibody Formation
MH  - Environmental Illness/epidemiology/*immunology
MH  - Environmental Pollutants/*adverse effects/*immunology
MH  - Female
MH  - Hazardous Substances/*adverse effects/*immunology
MH  - *Health Status
MH  - Homeostasis/drug effects
MH  - Humans
MH  - Immune System Diseases/*immunology
MH  - Immunoglobulin E/immunology
MH  - Immunoglobulin G/immunology
MH  - Immunoglobulin M/immunology
MH  - Infant
MH  - Infant, Newborn
MH  - Infant, Newborn, Diseases
MH  - Pregnancy
MH  - Pregnancy Complications/*immunology
EDAT- 2004/12/08 09:00
MHDA- 2005/03/23 09:00
CRDT- 2004/12/08 09:00
PST - ppublish
SO  - Med Tr Prom Ekol. 2004;(10):1-7.

PMID- 15486895
OWN - NLM
STAT- MEDLINE
DA  - 20041015
DCOM- 20050901
LR  - 20071114
IS  - 1531-5037 (Electronic)
IS  - 0022-3468 (Linking)
VI  - 39
IP  - 10
DP  - 2004 Oct
TI  - CXCR4 expression in neuroblastoma primary tumors is associated with clinical
      presentation of bone and bone marrow metastases.
PG  - 1506-11
AB  - BACKGROUND/PURPOSE: The chemokine receptor, CXCR4, has been implicated in the
      mechanism of tumor cell metastasis to bone and bone marrow. Neuroblastoma, a
      cancer of children, is well known for its potential to metastasize to these
      sites. The goal of this study was to investigate whether the degree of expression
      of CXCR4 on cells from neuroblastoma primary tumors was related to the pattern of
      metastatic involvement. METHODS: Archived neuroblastoma primary tumor samples and
      clinical data were collected from 26 patients with newly diagnosed neuroblastoma.
      Expression of CXCR4 (12g5 antibody) was evaluated on formalin-fixed
      paraffin-embedded tumor tissues using standard immunohistochemical techniques.
      Each tumor was graded (grade 1 through 4) based on the proportion of cells that
      were positive for the 12g5 antibody. Tumor grades for CXCR4 expression were
      compared with clinical data from each patient. RESULTS: Higher grades of
      expression (grade 3 and 4) were found in tumors from patients with high-stage
      disease (P < .01) and in patients with bone and bone marrow metastases (P < or = 
      .01). Clinical outcome in patients with tumors highly expressing CXCR4 was
      significantly worse (P < .01) than in those patients with low-grade CXCR4.
      CONCLUSIONS: CXCR4 expression in neuroblastoma primary tumors is significantly
      correlated with the pattern of metastatic spread.
AD  - Texas Children's Cancer Center and Department of Pediatrics, Baylor College of
      Medicine, Houston, TX 77030, USA.
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TI  - Morphometric evidence that villous development and fetoplacental angiogenesis are
      compromised by intrauterine growth restriction but not by pre-eclampsia.
PG  - 829-33
AB  - The aim of this study was to compare morphometric measures of villous
      development, villous capillarization, fetoplacental angiogenesis and capillary
      lumen remodelling in normal pregnancies with those complicated by intrauterine
      growth restriction (IUGR) with and without preeclampsia (PE). To this end, term
      placentas from control pregnancies (n = 9) and cases of IUGR alone (n = 5), PE
      alone (n = 5) and IUGR with PE (n = 5) provided random samples of tissue. These
      were fixed in formalin and Masson trichrome-stained wax sections were analysed
      stereologically. Overall growth of peripheral villi and fetal capillaries was
      assessed by estimating total volumes, surface areas and lengths. Villous
      capillarization was monitored using volume, surface and length densities and
      capillary:villus surface and length ratios. Measures of villous maturation and
      capillary lumen remodelling comprised mean cross-sectional areas, perimeters and 
      shapes (perimeter(2)/area). Between-group comparisons were drawn using two-way
      analysis of variance. IUGR was associated with abnormal growth of villi and fetal
      capillaries. Reduced villous growth was not accompanied by changes in measures of
      villous capillarization or maturation and reduced capillary growth was not
      accompanied by changes in lumen calibre or shape. In contrast, PE was not
      associated with any main or interaction effects on placental morphometry. It is
      concluded that IUGR, but not PE, is associated with impoverished villous
      development and fetoplacental angiogenesis. The latter is due to production of
      fewer and/or shorter capillary segments (rather than a decrease in capillary
      calibre), does not affect villous capillarization and is not accompanied by
      luminal remodelling.
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TI  - Epidemiological survey of intestinal parasitic infections of diarrhoeal patients 
      in Nepal and Lao PDR.
PG  - 7-12
AB  - Intestinal parasitological survey was conducted to clarify the distribution of
      intestinal parasites in Nepal and Lao Peoples' Democratic Republic (Lao PDR) from
      2001 to 2003. A total of 401 diarrheal fecal specimens were collected from
      patients aged one to 75 years (250 from Nepal and 151 from Lao PDR). The
      specimens were examined using the formalin-ether sedimentation (FES) and sucrose 
      centrifugal flotation (SCF) techniques. Nine species (3 Nematoda, 1 Cestoda, and 
      5 Protozoa) of parasites were recovered from Nepal, whereas seven species (3
      Nematoda, 1 Trematoda, and 3 Protozoa) from Lao PDR. Of the parasites detected,
      (14.4%) was the most common in Nepal, and was Opisthorchis viverrini (29.8%) in
      Lao PDR. Infection rates were markedly different among age groups in both
      countries; higher rates were observed in age groups of 10-29 years than in 0-9
      years group. Scanning electron microscopic observation revealed that trematoda
      eggs recovered from Lao PDR were identified as O. viverrini, which could not be
      done by a light microscope.
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TI  - Rapid diagnosis of clonal immunoglobulin heavy chain gene rearrangements in
      cutaneous B-cell lymphomas using the LightCycler-Polymerase Chain Reaction with
      DNA melting curve analysis.
PG  - 385-9
AB  - We have recently developed a novel Immunoglobulin heavy chain gene rearrangement 
      (IgH-R) assay that combines polymerase chain reaction (PCR) amplification and
      analysis in the same closed capillary tube using the LightCycler System. IgH-R
      can be identified by DNA melting curve analysis within 40 minutes after DNA
      preparation and amplification. To test the clinical utility of this new IgH-R
      assay for rapidly diagnosing cutaneous B-cell lymphomas, we prospectively
      analyzed 44 formalin-fixed, paraffin-embedded tissues suspected of B-cell
      malignant lymphoma: skin (n = 31), lymph node (n = 7), stomach (n = 3), spleen (n
      = 1), colon (n = 1), and soft tissue (n = 1). We detected IgH-R in 12 DNA
      samples, including 8 skin biopsies, with the following diagnoses: B-cell chronic 
      lymphocytic leukemia (n = 4), extranodal marginal zone B-cell lymphoma (n = 4),
      diffuse large B-cell lymphoma (n = 2), Burkitt lymphoma (n = 1), and precursor
      B-lymphoblastic lymphoma (n = 1). DNA melting curve analysis, compared with
      polyacrylamide gel electrophoresis, achieved a sensitivity equal to 92.3% and a
      specificity equal to 100%. There was a single false negative result because DNA
      melting curve analysis could not detect less than 10.0% clonal B-cells. We
      conclude that this new, rapid PCR assay for detecting IgH-R based on DNA melting 
      curve analysis can be clinically useful for confirming the initial diagnosis of
      B-cell malignant lymphoma.
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TI  - Extent of nuclear DNA damage in ejaculated spermatozoa impacts on blastocyst
      development after in vitro fertilization.
PG  - 378-83
AB  - OBJECTIVE: To determine whether the extent of ongoing apoptotic cell death
      measured as the presence of DNA strand breaks in spermatozoa affects embryo
      development to the blastocyst stage in IVF. DESIGN: A prospective comparative
      study. SETTING: A university IVF clinic and a private IVF clinic. PATIENT(S): Men
      (n = 49) undergoing infertility treatment with IVF. INTERVENTION(S): After
      density gradient centrifugation preparation, part of the sperm sample was used
      for infertility treatment, and the rest was fixed in paraformaldehyde. Strand
      breaks in DNA that are indicative of apoptosis were detected by the in situ DNA
      nick end labeling (TUNEL) technique. A total of 15,000 spermatozoa from each
      sample were evaluated for TUNEL reactivity by flow cytometry. MAIN OUTCOME
      MEASURE(S): Percentage of ejaculated spermatozoa with DNA strand breaks
      indicative of apoptosis, blastocyst development rate, and pregnancy rate.
      RESULT(S): Blastocyst development showed a significant negative correlation with 
      percentage TUNEL positivity in spermatozoa. When 20% was used as a cutoff for
      TUNEL positivity in sperm samples, the percentage of blastocyst development was
      50% higher in the <20% TUNEL-positivity group (n = 27) compared with those with
      >/=20% TUNEL positivity (n = 22; 44.7% blastocyst development vs. 29.8%).
      Clinical pregnancy rates in these two groups were 52% vs. 44%, respectively.
      CONCLUSION(S): The extent of nuclear DNA fragmentation in prepared ejaculated
      spermatozoa used in IVF negatively correlates with blastocyst development. A
      larger series of patients needs to be assessed to determine whether this paternal
      effect on blastocyst development may also affect pregnancy outcome.
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TI  - Immunohistochemical characterization of p57Kip2 expression in tetraploid hydropic
      placentas.
PG  - 897-900
AB  - CONTEXT: Because there are differences in the origin, morphology, and natural
      history of hydropic placental villous issues, it is important to identify and
      document rare specimens that deviate from the diploid complete hydatidiform mole 
      (CM), triploid partial hydatidiform mole (PM), or diploid hydropic abortion (HA).
      Tetraploid hydropic placentas have rarely been studied. OBJECTIVES: To evaluate
      the frequency of p57Kip2 protein (p57) expression in tetraploid hydropic
      placentas and to determine its clinicopathologic significance. DESIGN: Forty
      hydropic DNA tetraploid placental specimens were evaluated by
      immunohistochemistry of formalin-fixed tissues, using a monoclonal antibody
      against p57, a putative paternally imprinted inhibitor gene. DNA ploidy in all
      cases was analyzed by flow cytometry. RESULTS: Thirty cases were histologically
      diagnosed as CMs, 10 were HAs, and none were PMs. In all HAs, nuclear p57 was
      strongly expressed in cytotrophoblasts, intermediate trophoblasts, and villous
      stromal cells. In contrast, in CMs, p57 expression in cytotrophoblasts and
      villous stromal cells was either absent (26 cases) or very low (4 cases).
      Assuming that the degree of molar change roughly correlates with the proportion
      of paternal chromosomes present, all chromosomes might be paternally derived in
      all tetraploid CMs and the 10 HAs, including 2 that were karyotyped as 92,XXYY or
      90,XXYY,-13,-14, which were presumably due to 2 sets of chromosomes each from
      paternal and maternal origin. CONCLUSIONS: Expression of p57 is aberrant in
      tetraploid CMs. This finding is in line with the hypothesis that the loss of p57 
      is involved in the abnormal development of androgenetic CMs. For the evaluation
      of a patient with trophoblastic disease, p57 immunostaining is an ancillary
      diagnostic method that may be used in concert with flow cytometry.
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TI  - Epidemiology of Strongyloides stercoralis in north-east Thailand: application of 
      the agar plate culture technique compared with the enzyme-linked immunosorbent
      assay.
PG  - 398-402
AB  - Cross-sectional surveys of parasitic infection were performed using the agar
      plate culture technique (APCT) and modified formalin-ethyl acetate concentration 
      technique (MFECT) to assess the true prevalence of Strongyloides stercoralis
      relative to other parasites in north-east Thailand. The enzyme-linked
      immunosorbent assay (ELISA) for diagnosis of S. stercoralis infection was used to
      estimate the seroprevalence for comparison with coproprevalence. Faecal and serum
      samples were collected from study participants during October-November 2000.
      Within the sample population of 332 rural northeast Thais from 3 communities, S. 
      stercoralis was the most common parasitic infection (average 28.9%, range
      27.7-30.3%) as determined by APCT; by MFECT the average was 5.4% (range
      1.8-8.6%). Other intestinal parasites by order of prevalence were Opisthorchis
      viverrini (average 14.2%, range 8.6-19.4%), hookworm (average 12.3%, range
      4-20.2%), Echinostoma sp. (7.5%), Giardia intestinalis (0.9%), Trichuris
      trichiura (0.6%), and Taenia sp., Hymenolepis nana and Entamoeba coli (all 0.3%).
      In an analysis of a subset of the sample population for which serum samples were 
      available (n = 120), coproprevalence by APCT was 33.3% (range 27-53.8%) and
      seroprevalence was 47.5% (range 29.7-57.9%) by modified unit-based ELISA and
      34.2% (range 21.6-42.1%) by conventional optical density (OD)-based ELISA. Taking
      APCT as the reference method for diagnosis of strongyloidiasis, the sensitivity
      and specificity of the OD-based ELISA were 65% and 81.3%, respectively, and of
      the unit-based ELISA were 77.5% and 71.3%, respectively. Our results indicate
      that S. stercoralis is the predominant parasite in rural north-east Thailand, and
      that APCT and ELISA should be used as complementary diagnostic methods for
      community-based parasite surveys, at least among those in high-risk groups.
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TI  - Aberrant expression of a fetal glycoprotein 68 in hepatocellular carcinoma: a
      comparative study on the expression of alpha-fetoprotein and carcinoembryonic
      antigen.
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AB  - A rat IgG2a monoclonal antibody against a stage-specific fetal glycoprotein with 
      a molecular mass of 68 kDa (FGP68) was produced and applied to paraffin sections.
      This monoclonal antibody was used to compare the expression of FGP68 with that of
      both alpha-fetoprotein (AFP) and carcinoembryonic antigen (CEA) in 75
      hepatocellular carcinomas (HCCs). Seventy-five primary HCCs from patients aged 36
      to 77 years were examined. Formalin-fixed, paraffin-embedded tissue sections were
      used for immunohistochemical analyses. Histologically, 6 cases of HCC were
      classified as type I according to the Edmondson and Steiner criteria, 57 cases as
      type II, and 12 cases as type III. The cancer tissues showed positive reactions
      with the antibody against FGP68. Approximately one-third of the HCCs (26/75)
      contained tumor cells that expressed FGP68 -(21/57 for Edmondson and Steiner type
      II; 4/12 for type III; and 1/6 for type I) - and positive immunoreactivity was
      observed in the cytoplasm of the cancer cells. Twenty-five of the 75 HCCs had
      tumor cells that expressed AFP and there was a significant correlation between
      FGP68 expression and AFP expression. Twenty-three of the 75 HCCs had tumor cells 
      that expressed CEA and there was no significant correlation between FGP68
      expression and CEA expression. No positive reactions for FGP68, AFP and CEA were 
      observed in samples of non-neoplastic liver tissues. Based on the possibility
      that stage-specific FGP68 plays an important role in liver embryogenesis,
      FGP68-expressing tumor cells might ontogenetically revert to more primitive
      cells.
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TI  - Usefulness of immunohistochemistry in delineating renal spindle cell tumours. A
      retrospective study of 31 cases.
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AB  - AIMS: To assess the usefulness of immunohistochemistry in delineating tumour
      diagnoses on a series of morphologically diagnosed renal spindle cell tumours
      (RSCTs). METHODS AND RESULTS: Formalin-fixed paraffin-embedded tissues from 31
      morphologically diagnosed tumours were reinterpreted in light of newly obtained
      immunohistochemical information. By morphology, six had originally been
      classified as sarcomatoid carcinoma, five as spindle cell tumour (NOS), four as
      sarcoma (NOS), three as leiomyoma, three as leiomyosarcoma, and one each as
      fibrous polyp, hamartoma, neurilemmoma, mesoblastic nephroma, medullary fibroma, 
      angiomyolipoma, haemangiopericytoma, malignant rhabdoid tumour, malignant Triton 
      tumour, and carcinosarcoma. The application of immunohistochemistry verified the 
      original diagnosis in 18 cases (18/31, 58%), confirming the diagnosis of
      sarcomatoid renal carcinoma (4/6), leiomyoma (2/3), leiomyosarcoma (3/3), sarcoma
      (NOS) (2/4), carcinosarcoma (1/1), malignant rhabdoid tumour (1/1), malignant
      Triton tumour (1/1), fibrous polyp (1/1), mesoblastic nephroma (1/1), hamartoma
      (1/1), and angiomyolipoma (1/1). Different tumour designations were suggested in 
      13 cases (13/31, 42%), including carcinosarcoma, sarcoma (NOS), leiomyosarcoma,
      solitary fibrous tumour, monomorphic/biphasic angiomyolipoma, endometrial stromal
      tumour, and congenital mesoblastic nephroma. CONCLUSIONS: Our data indicate that 
      although morphology is most important in formulating the initial differential
      diagnosis, the addition of immunohistochemistry is vital in arriving at the
      correct classification of RSCTs.
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TI  - Intestinal parasitic infections in HIV/AIDS and HIV seronegative individuals in a
      teaching hospital, Ethiopia.
PG  - 41-3
AB  - The magnitude of intestinal parasitic infection in human immunodeficiency virus
      (HIV) /AIDS patients requires careful consideration in the developing world.
      However, there have been very few studies addressing this issue in Ethiopia. This
      study was conducted to determine the prevalence of intestinal parasitic infection
      in HIV/AIDS patients at Jimma Hospital, Southwest Ethiopia, between January and
      February 2002. Stool specimens from HIV/AIDS patients and control groups were
      screened for intestinal parasitic infections using direct and formalin-ether
      sedimentation concentration methods. Out of 78 HIV/AIDS patients, 52.6% (41/78), 
      and out of 26 HIV-negative individuals, 42.3% (11/26), were infected with one or 
      more types of intestinal protozoa and/or helminthes. The parasites detected among
      HIV/AIDS patients included Ascaris lumbricoides (30.8%), Blastocystis spp.
      (14.1%), Entamoeba histolytica (10.3%), Trichuris trichiura (6.4%), Strongyloides
      stercoralis (5.1%), Giardia lamblia (3.8%), Schistosoma mansoni (2.5%), hookworm 
      species (2.5%), and Taenia spp. (1.3%). Multiple infections were more common
      among HIV/AIDS patients. Blastocystis spp. were found to be significantly higher 
      in HIV/AIDS patients than in controls (P < 0.05). The magnitude of intestinal
      parasitic infection was high both in HIV/AIDS patients and in controls. Routine
      examinations of stool samples for parasites would significantly benefit the
      HIV-infected and uninfected individuals by contributing to reduce morbidity.
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TI  - Polarisation microscopy increases the sensitivity of hemozoin and Plasmodium
      detection in the histological assessment of placental malaria.
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AB  - The histological study of the placenta is useful in the diagnosis of malaria
      during pregnancy. However, the scarcity of parasites and pigment in many malarial
      infections renders their identification difficult. We have tested the accuracy of
      standard and polarisation microscopy in the evaluation of 500 placental specimens
      from an area of high malarial endemicity in Tanzania. Standard microscopy showed 
      a low sensitivity (50.3% for parasites, 40.5% for pigment), due to poor detection
      rates in cases with scant parasites (12.7% for <1%; 97.8% for >5% parasitised
      erythrocytes, P < 0.001 ) or minimal pigment deposition (42.4% versus 84.5% when 
      severe, P < 0.001 ). The use of polarisation microscopy significantly increased
      the sensitivity of detection of pigment to 100% and parasites to 98.1% because of
      the marked birefringence of hemozoin present in mature stage parasites which
      accumulate in the placenta. Formalin pigment shares many properties with
      hemozoin, but the use of neutral buffered formalin prevented the formation of
      formalin pigment in placentas even after long periods of fixation. In conclusion,
      polarisation microscopy is a simple tool that markedly increases the sensitivity 
      of the detection of malaria infection in the placenta and has good specificity
      when used on tissues fixed in neutral formalin. This method can be useful to
      investigators working in the malaria field.
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TI  - [Expression of c-jun and c-fos oncogene in medulloblastoma and its clinical
      significance].
PG  - 213-5
AB  - OBJECTIVE: To study the potential relationship between the expressions of c-jun
      and c-fos oncogenes and the prognosis of medulloblastoma. METHODS: The specimens 
      from 70 cases of medulloblastoma of the posterior fossa and 10 cases of normal
      cerebellar tissues were collected to determine c-jun and c-fos expressions by
      immunohistochemical staining in formalin fixed paraffin-embedded sections.
      RESULTS: (1) It showed that c-fos and c-jun protein expression was negative in 10
      normal cerebellar tissue, while positive c-fos, c-jun immunoreactivity was found 
      in 70 medulloblastoma specimens. The positive rate of c-jun and c-fos was 80% and
      77%, respectively. There was high expression of c-jun and c-fos protein in
      medulloblastoma tissues. (2) There were positive correlations and strong
      co-operativity between c-jun and c-fos expression (r = 0.493, P < 0.01). (3)
      Correlative analysis indicated that expression of c-jun, c-fos were significantly
      correlated with survival time (c-jun: r = -0.447, P < 0.01; c-fos: r = -0.590, P 
      < 0.01). The higher the expression level of c-jun and c-fos protein was, the
      worse the prognosis was in medulloblastoma patients. CONCLUSIONS: High expression
      of c-jun and c-fos protein could be noted in medulloblastoma tissues. The two
      transcription factors show positive correlation and strong co-existence between
      c-jun and c-fos expressions. The expression levels of c-jun as well as c-fos are 
      negatively correlated with the mortality rate and life expectancy of patients
      with medulloblastoma. In addition, the co-expression of c-jun and c-fos could
      serve as an indicator for judging the prognosis of medulloblastoma.
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TI  - Prevalence of cryptosporidiosis among the villagers and domestic animals in
      several rural areas of Korea.
PG  - 1-6
AB  - The present study was undertaken to investigate the infection status of
      Cryptosporidium parvum in the villagers and the reservoir hosts in several rural 
      areas in Korea. A total 5,262 fecal samples were collected from the inhabitants
      residing at Gangwon-do, Chungcheongbuk-do, Jeollanam-do, and Gyeongsangnam-do
      between the dates of September, 2001 to June, 2002. In addition, 1,453 fecal
      samples were collected from livestock reared in Gokseong-gun, Jeollanam-do and
      Chungju-si, Chungcheongbuk-do. All the fecal smears were prepared by
      formalin-ether sedimentation, and examined by light microscopy after modified
      acid-fast staining. The overall positive rate of human cryptosporidiosis was
      3.3%. Gokseong-gun, Jeollanam-do showed a 8.2% positive rate and appeared as the 
      highest endemic area among the surveyed areas. Haman-gun, Gyeongsangnam-do showed
      a 0.4% positive rate and was the lowest endemic area. The positive rate of
      livestock infection in Gokseong-gun, Jeollanam-do was 94%, which was more than
      ten times higher than that of Chungju-si, Chungcheongbuk-do (9.3%). From these
      results, it was revealed that cryptosporidiosis was an endemic disease in some
      rural areas of Korea, and the livestock could be an important source of human
      infection.
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TI  - Demonstration of systematic variation in human intraorbital optic nerve size by
      quantitative magnetic resonance imaging and histology.
PG  - 1047-51
AB  - PURPOSE: To use magnetic resonance imaging (MRI) to measure the diameter along
      the course of the intraorbital optic nerve in living subjects and cadaveric
      specimens, and to validate measurements histologically in the same specimens.
      METHODS: Measurements of the intraorbital optic nerve were made in 23 living
      human subjects and in three formalin-fixed orbits using high-resolution, surface 
      coil MRI in the coronal plane. Fixed orbits were then serially sectioned in the
      same plane, and stained by Masson's trichrome for digital morphometry of nerve
      diameter and densitometry of connective tissue constituents. RESULTS: In
      cadaveric specimens, MRI and histologic measurements of optic nerve dimensions
      were in close quantitative agreement, showing significant decrease in the average
      optic nerve diameter along its retrobulbar course. This finding was confirmed by 
      MRI in living subjects, with average optic nerve diameter declining from 3.99 +/-
      0.04 mm (SEM) just posterior to the globe, to 3.50 +/- 0.04 mm at 10 mm further
      to the posterior (P < 0.0001). Color densitometry demonstrated a consistent
      cross-sectional area of nervous tissue, but decreasing amounts of collagen
      posteriorly. CONCLUSIONS: There is a significant decrease in normal optic nerve
      diameter along its length in normal subjects, reflecting reduction in connective 
      tissue. High-resolution MRI is a valid and sensitive method of detecting subtle
      changes in retrobulbar optic nerve size and can be useful in the investigation of
      structural optic nerve lesions. Optic nerve diameters must be measured, however, 
      at similar distances posterior to the globe to allow meaningful comparisons.
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TI  - Expression of IGR-IR and VEGF and trophoblastic proliferative activity in
      placentas from pregnancies complicated by IUGR.
PG  - 803-9
AB  - Intrauterine growth retardation (IUGR) is recognized as an important cause of low
      birth weight and elective preterm delivery. IUGR is associated with multiple
      causative factors, including placental dysfunction. The aim of this prospective
      study was to investigate the role of trophoblastic proliferative activity and
      type I insuline-like growth factor receptor (IGF-IR) and vascular endothelial
      growth factor (VEGF) expressions in the pathogenesis of IUGR.
      Immunohistochemistry using VEGF, IGF-IR, and Ki-67 antibodies was performed on
      formalin-fixed placental tissues of third-trimester pregnancies complicated by
      IUGR (n = 19) and pregnancies with appropriately grown fetuses (n = 27). In
      addition, histopathological examination of the placentas was performed, and
      histological findings were categorized into three groups: utero-placental
      vascular pathologies (UPVP), coagulation-related pathologies, and chronic
      inflammation. Statistical analysis revealed that villous trophoblastic IGF-IR
      immunostaining was significantly weaker in placentas with IUGR (p < 0.001),
      whereas trophoblastic Ki-67 proliferative index and VEGF immunoscoring did not
      show any significant difference. Histologically, UPVP and chronic inflammation
      were significant findings in placentas with IUGR (p = 0.04 and p = 0.04,
      respectively). In addition, placentas were significantly smaller in the IUGR
      group (p < 0.001). We conclude that villous trophoblastic IGF-IR expression may
      play a significant role in the pathogenesis of IUGR, and histopathological
      examination of placentas in pregnancies complicated by IUGR may yield significant
      findings. In contrast, based on our findings, trophoblastic proliferation and
      VEGF expression are unlikely to be significant parameters in the pathogenesis of 
      IUGR.
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TI  - Pre-eclampsia: associated with increased syncytial apoptosis when the infant is
      small-for-gestational-age.
PG  - 39-50
AB  - The present investigation was undertaken to study the association between
      placental apoptosis and pre-eclampsia, discriminating between pre-eclamptic
      pregnancies with appropriate-, and small-for-gestational-age (SGA), infants.
      Twenty pregnancies with pre-eclampsia and SGA (birth weight at or below -2
      standard deviations) infants were selected in a retrospective study.
      Subsequently, corresponding numbers of gestational age-matched pre-eclampsia
      cases with appropriate-gestational-age (AGA) (birth weight at or above the 50%
      centile) infants and AGA controls without pre-eclampsia were selected.
      Formalin-fixed placental tissue was obtained from all groups. Apoptosis was
      assessed by a monoclonal antibody (M30), detecting a neoepitope of cytokeratin
      that is generated early in the apoptotic cascade. M30-positive cells were counted
      in villous and decidual/ basal plate tissue fields, and results were given as
      numbers of M30-positive cells per field. The study was performed blinded.
      Increased apoptosis was found in the syncytiotrophoblast layer in pre-eclampsia
      with SGA infants (0.14 apototic incidents per field of villous tissue, with
      0.04-0.23 as the corresponding 25-75% inter quartile range (IQR) (P=0.05)).
      Syncytial apoptosis in the syncytial layer in the pre-eclampsia group with AGA
      infants was lower (0.09, IQR 0.03-0.15) and corresponded to the level detected
      among controls (0.06, IQR 0.03-0.17). Apoptosis in other placental cellular
      compartments did not differ between groups. The increased syncytial apoptosis
      found in placentas from pregnancies with SGA infants may either be due to
      specific mechanisms associated with pre-eclampsia complicated with growth
      restriction, or may simply reflect the presence of syncytiotrophoblast layer
      damage, regardless of underlying pathological condition.
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TI  - Patterns of chronic dermatoses in an Ethiopian central teaching hospital: a
      histopathologic approach.
PG  - 101-6
AB  - BACKGROUND: This study was designed to describe the causes and distributional
      patterns of chronic infective-parasitic dermatoses. METHODS: A histology-based
      cross-sectional study was conducted for the years between January 1985 and
      December 1998 within the Tikur Anbessa Hospital, Department of Pathology, Addis
      Ababa University. The data were retrieved from the department's archives and all 
      dermatologic cases fulfilling bacterial, viral, fungal, and parasitic etiologies 
      were included in the study. Formalin fixed, and paraffin embedded tissues were
      stained with the routine hematoxylin and eosin staining procedure and visualized 
      under light microscopy. RESULTS: Out of 162 cases of chronic specific
      infective-parasitic dermatoses diagnosed, the mean ages for men and women were
      31.5 (SD, 16.6) and 25.1 (SD, 14.3) years respectively and the peak age group was
      20-29 years (30.2%). Moreover, the ratio of men to women was 1.1:1. The most
      commonly diagnosed dermatosis was wart (38.9%), followed by cutaneous
      tuberculosis (17.9%), and cutaneous leishmaniasis (14.2%). The most frequently
      involved region was the lower limb (46.3%), followed by the face (23.5%).
      CONCLUSION: This study tried to surface the frequency distribution of the
      histopathologically-proven dermatoses that are prevalent in our part of the
      world. The lower limbs being the most frequent sites of dermatoses, their
      predisposing factors need to be addressed in our communities in order to lessen
      the effects of these dermatoses. This study may act as a baseline for similar
      investigations that may be undertaken in the future.
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TI  - Intestinal intussusception associated with adenovirus infection in Mexican
      children.
PG  - 845-50
AB  - Formalin-fixed intestinal tissue specimens from 12 Mexican pediatric patients
      with intussusception were examined for the presence of adenovirus. Four patients 
      (33%) had detectable adenovirus antigen in epithelial cells as determined by
      using immunohistochemical analysis. Two of the patients with positive
      immunohistochemical results had antigens in dendritic and mononuclear
      inflammatory cells, and 3 patients had positive results for species C adenovirus 
      by in situ hybridization using adenovirus species-specific probes (A-F). A
      real-time polymerase chain reaction assay specific for species C (nonenteric)
      adenoviruses was used to confirm immunohistochemical results and to amplify
      adenovirus DNA for sequencing. A sequence similar to that for adenovirus serotype
      1 was found in 1 patient, serotype 2 in another, and serotype 6 in a third; in
      the fourth patient, the sequence was indeterminate between serotypes 2 and 6. The
      assays used in this study proved useful for the identification of species C
      adenoviruses in formalin-fixed specimens from Mexican pediatric patients with
      intussusception.
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TI  - Parasitologic analyses of the sifaka (Propithecus verreauxi verreauxi) at Beza
      Mahafaly, Madagascar.
PG  - 274-7
AB  - A cross-sectional parasitologic survey of a population of wild sifaka
      (Propithecus verreauxi verreauxi) was conducted at the Beza Mahafaly Special
      Reserve in southwest Madagascar. Ninety fecal samples were collected from thirty 
      1- to 30-yr-old male and female sifakas, and the formalin-preserved and polyvinyl
      alcohol-preserved specimens were examined using the zinc sulfate flotation and
      formalin-ethyl acetate sedimentation techniques. No intestinal parasites were
      recovered, possibly because the sifakas are arboreal in a dry, riverine habitat
      and lack human contact. Low rates of parasitic infection may have contributed to 
      the evolution of later age at first reproduction and longer reproductive
      lifespan, for body mass, in Propithecus compared with other placental mammals.
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TI  - Intestinal parasitic infestations among children in an orphanage in Pathum Thani 
      province.
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AB  - Infection caused by intestinal parasites is still a common health problem
      especially in children from developing countries. Orphans are a group of
      underprivileged population in society. To evaluate the intestinal parasitic
      infections in children in an orphanage in Pathum Thani province, Thailand, stool 
      samples were collected during a cross-sectional study in April 2001. Examination 
      for intestinal parasites were performed by using simple smear, formalin-ether
      concentration, Boeck and Drbohlav's Locke-Egg-Serum (LES) medium culture and
      special staining (modified acid-fast and modified trichrome) techniques. A total 
      of 106 pre-school orphans (60 males and 46 females), aged 10.0-82.0 months, were 
      recruited for the study. There were 86 individuals (81.1%), 45 males and 41
      females, infected with at least one parasite. Interestingly, most of the
      parasites identified were protozoa. Blastocystis hominis was found at the highest
      prevalence (45.2%). The infections caused by Giardia lamblia was 37.7 per cent
      and Entamoeba histolytica was 3.7 per cent. Other non-pathogenic protozoa found
      were Trichomonas hominis (39.6%), Entamoeba coli (18.8%), and Endolimax nana
      (3.7%). The only one case of helminth parasite detected was Strongyloides
      stercoralis (0.9%). The sensitivity for detection of B. hominis and T. hominis
      was increased by the LES culture technique. No history of diarrhea symptoms were 
      recorded among these orphans. However, during the investigation, stools of all
      infected cases were noted for six characteristics including formed, soft, loose, 
      mucous, loose-watery and watery. The present study emphasized the problems of
      protozoan infections among these orphans. Health educations as well as routine
      surveillance is necessary in order to control the infections.
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TI  - The nasal bone in fetuses with trisomy 21: sonographic versus pathomorphological 
      findings.
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AB  - OBJECTIVE: To compare the sonographic findings of the nasal bone in fetuses with 
      trisomy 21 with pathomorphological findings to determine whether the bone is
      truly absent. METHODS: Seventeen first-trimester fetuses with trisomy 21 were
      identified; the median gestational age was 12 weeks (range, 11-14) and the median
      maternal age was 38 (range, 27-47) years. Transabdominal ultrasound examination, 
      preceding transabdominal chorionic villus sampling (TA-CVS) for karyotyping,
      included assessment of the fetal nose. The nasal bone was determined to be
      'hypoplastic' or 'absent' and its length was measured. All pregnancies underwent 
      termination after diagnosis. Serial sagittal sectioning with hematoxylin and
      eosin-staining of formalin fixed tissue was performed. RESULTS: Of the 17 cases, 
      the nasal bone was sonographically evident, but with severe hypoplasia in 10
      cases, absent in six, and in the remaining case it was not able to be assessed
      due to fetal position. Histomorphologically, in 16 cases a nasal bone was
      present, detectable by the evidence of an ossification center, and in one case
      the ossification structure was not clearly visualized. Retrospective review of
      ultrasound images could identify nasal bones in five of the six cases in which
      they were initially reported as being absent on ultrasound examination. These
      were visible, but less distinct and had decreased echogenicity, hence
      misinterpretation led to the false finding of an absent nasal bone when it was in
      fact present but hypoplastic. CONCLUSION: Sonographic assessment of the fetal
      nasal bone should not distinguish between 'present' and 'absent', but instead
      between 'normal' and 'hypoplastic'. For reproducible results it is necessary to
      standardize the sonographic examination. The sonographic landmarks of the fetal
      nose are: the nasal bone, the skin above and the cartilaginous tip of the nose.
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TI  - Recent trend in risk assessment of formaldehyde exposures from indoor air.
AB  - Studies about formaldehyde (FA) published since the guideline of 0.1 mg/m(3) by
      the World Health Organization (WHO) in 2010 have been evaluated; critical effects
      were eye and nasal (portal-of-entry) irritation. Also, it was considered to
      prevent long-term effects, including all types of cancer. The majority of the
      recent toxicokinetic studies showed no exposure-dependent FA-DNA adducts outside 
      the portal-of-entry area and FA-DNA adducts at distant sites were due to
      endogenously generated FA. The no-observed-adverse-effect level for sensory
      irritation was 0.5 ppm and recently reconfirmed in hypo- and hypersensitive
      individuals. Investigation of the relationship between FA exposure and asthma or 
      other airway effects in children showed no convincing association. In rats,
      repeated exposures showed no point mutation in the p53 and K-Ras genes at </=15
      ppm neither increased cell proliferation, histopathological changes and changes
      in gene expression at 0.7 ppm. Repeated controlled exposures (0.5 ppm with peaks 
      at 1 ppm) did not increase micronucleus formation in human buccal cells or nasal 
      tissue (0.7 ppm) or in vivo genotoxicity in peripheral blood lymphocytes (0.7
      ppm), but higher occupational exposures were associated with genotoxicity in
      buccal cells and cultivated peripheral blood lymphocytes. It is still valid that 
      exposures not inducing nasal squamous cell carcinoma in rats will not induce
      nasopharyngeal cancer or lymphohematopoietic malignancies in humans. Reproductive
      and developmental toxicity are not considered relevant in the absence of sensory 
      irritation. In conclusion, the WHO guideline has been strengthened.
AD  - National Research Centre for the Working Environment, Lerso Parkalle 105, 2100,
      Copenhagen, Denmark, gdn@nrcwe.dk.
FAU - Nielsen, Gunnar Damgard
AU  - Nielsen GD
FAU - Larsen, Soren Thor
AU  - Larsen ST
FAU - Wolkoff, Peder
AU  - Wolkoff P
LA  - ENG
PT  - JOURNAL ARTICLE
DEP - 20121121
TA  - Arch Toxicol
JT  - Archives of toxicology
JID - 0417615
EDAT- 2012/11/28 06:00
MHDA- 2012/11/28 06:00
CRDT- 2012/11/27 06:00
PHST- 2012/08/30 [received]
PHST- 2012/10/31 [accepted]
PHST- 2012/11/21 [aheadofprint]
AID - 10.1007/s00204-012-0975-3 [doi]
PST - aheadofprint
SO  - Arch Toxicol. 2012 Nov 21.

PMID- 23132144
OWN - NLM
STAT- Publisher
DA  - 20121107
IS  - 1432-0703 (Electronic)
IS  - 0090-4341 (Linking)
DP  - 2012 Nov 8
TI  - A Combination of Micronucleus Assay and Fluorescence In Situ Hybridization
      Analysis to Evaluate the Genotoxicity of Formaldehyde.
AB  - A genotoxic effect of formaldehyde (FA), particularly micronucleus (MN)
      induction, has been shown in several previous studies. The aim of the present
      study was to assess the frequency of micronuclei and to identify the type of
      chromosomal damage in Tunisian staff members working in the Pathologic Anatomy
      Laboratory of Farhat Hached hospital (Sousse, Tunisia) who were exposed to FA.
      Assessment of chromosomal damage was performed in peripheral lymphocytes of 31
      FA-exposed employees compared with 31 control employees working in the
      administrative department of the same hospital. The clastogenic/aneugenic effect 
      of FA was evaluated using the standard MN assay in combination with fluorescence 
      in situ hybridization (FISH) using pan-centromeric probes. The mean level of
      exposure to FA was 3.4 ppm. The results showed a significant increase of MN
      frequency in lymphocytes of exposed workers compared with the control group
      (25.35 +/- 6.28 per thousand vs. 7.08 +/- 4.62 per thousand, p < 0.05). As
      assessed by FISH, the frequency of centromeric micronuclei (C+MN) was greater in 
      exposed subjects than in controls (18.38 +/- 5.94 per thousand vs. 5.03 +/- 3.64 
      per thousand). Among the C+MN, the frequency of MN containing one centromere
      (C1+MN) was significantly greater in pathologists and anatomists than in controls
      (15.35 +/- 6.0 per thousand vs. 3.33 +/- 2.74 per thousand, p < 0.05). The
      results showed an effect of sex and time of FA exposure with significantly
      increased frequencies of all end points measuring aneuploidy (C+MN, C1+MN, and
      Cx+MN [more then one MN]). The increased frequency of C1+MN observed in the
      exposed group may suggest a slight aneugenic effect of FA exposure.
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TI  - Exploratory study of Torque teno sus viruses in pulmonary inflammatory lesions in
      pigs.
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AB  - The pathogenic role of Torque teno sus viruses 1 (TTSuV1) and 2 (TTSuV2), and
      their capacity to induce lesions are controversial. TTSuVs have been linked to
      porcine circovirus diseases (PCVDs) and described as cause of mild respiratory
      lesions in gnotobiotic pigs; moreover, an increased TTSuV prevalence has been
      found in porcine respiratory disease complex (PRDC) affected pigs. In the present
      study, TTSuV1 and TTSuV2 loads and their prevalence were evaluated in
      formalin-fixed, paraffin-embedded (FFPE) lung samples displaying different types 
      of inflammatory lesions. Such measurements were made by means of a real time
      quantitative PCR technique to detect these viruses. The technique was optimised
      for its use on FFPE tissues comparing results with frozen lung tissues. Selection
      criteria included negativity against porcine circovirus type 2 (PCV2), porcine
      reproductive and respiratory syndrome virus (PRRSV), Aujeszky's disease virus
      (ADV) and swine influenza virus (SIV). Results from the present study
      demonstrated that both TTSuVs were present in lung. However, TTSuV2 had higher
      viral load and prevalence in all the studied groups when compared to TTSuV1.
      TTSuV2 mean load was also higher in lungs with viral background (interstitial
      pneumonia and broncho-interstitial pneumonia) when compared to normal lungs or to
      those with bacterial background (catarrhal-purulent bronchopneumonia, fibrinous
      pleuritis and fibrinous-necrotizing pleuropneumonia). This result suggests a
      possible role of TTSuV2 in the pathogenic mechanism of inflammatory lesions of
      lungs compatible with viral infection.
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TI  - Differentiation of malignant melanoma from benign nevus using a novel genomic
      microarray with low specimen requirements.
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AB  - CONTEXT: Histologic examination of clinically suspicious melanocytic lesions is
      very sensitive and specific for the detection of malignant melanoma. Yet, the
      malignant potential of a small percentage of melanocytic lesions remains
      histologically uncertain. Molecular testing offers the potential to detect the
      genetic alterations that lead to malignant behavior without overt histologic
      evidence of malignancy. OBJECTIVE: To differentiate benign melanocytic nevi from 
      malignant melanoma and to predict the clinical course of melanocytic lesions with
      ambiguous histology using a novel genomic microarray. DESIGN: We applied a newly 
      developed single-nucleotide polymorphism genomic microarray to formalin-fixed,
      paraffin-embedded melanocytic lesions to differentiate benign nevi (n = 23) from 
      malignant melanoma (n = 30) and to predict the clinical course of a set of
      histologically ambiguous melanocytic lesions (n = 11). RESULTS: For cases with
      unambiguous histology, there was excellent sensitivity and specificity for
      identifying malignant melanoma with this genomic microarray (89% sensitivity,
      100% specificity). For cases with ambiguous histology, the performance of this
      genomic microarray was less impressive. CONCLUSIONS: Without microdissection and 
      with quantities of DNA one-tenth what is required for more commonly used
      microarrays, this microarray can differentiate between malignant melanoma and
      benign melanocytic nevi. For histologically ambiguous lesions, longer clinical
      follow-up is needed to confidently determine the sensitivity and specificity of
      this microarray. Some of the previous technical hurdles to the clinical
      application of genomic microarray technology are being overcome, and the
      advantages over targeted fluorescence in situ hybridization assays currently in
      clinical use are becoming apparent.
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TI  - Potential of inner cell mass outgrowth and amino acid turnover as markers of
      quality in the in vitro fertilization laboratory.
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AB  - OBJECTIVE: To compare sensitivity of inner cell mass (ICM) outgrowth assay and
      analysis of culture media amino acid turnover with the sensitivity of the human
      sperm motility assay (HSMA) and murine embryo assay (MEA) for detection of
      formaldehyde toxicity. DESIGN: Prospective in vitro study. SETTING: University
      hospital-based infertility center. ANIMAL(S): Murine embryos. INTERVENTION(S):
      The HSMA, MEA, and ICM outgrowth assays were performed with media containing
      0-64-muM concentrations of formaldehyde. These assays were compared with dynamics
      of amino acid turnover in culture media. MAIN OUTCOME MEASURE(S): The lowest
      concentration of formaldehyde in culture media detected by each quality control
      assay. RESULT(S): Sperm forward progression, but not motility, detected
      formaldehyde at a concentration of 32 muM. Sperm motility index identified
      formaldehyde toxicity at 64 muM, whereas blastocyst rates in the MEA were
      affected at 32 muM formaldehyde. Evaluation of ICM using outgrowth and grade
      detected 16 muM formaldehyde. Leucine turnover in culture media detected 64 muM
      formaldehyde in the amino acid assay. CONCLUSION(S): Inner cell mass outgrowth is
      a more sensitive bioassay than MEA and HSMA for the detection of formaldehyde in 
      culture media. Amino acid metabolism may also provide a sensitive quality control
      measure for detection of formaldehyde.
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TI  - Ectopic pregnancy is associated with high anandamide levels and aberrant
      expression of FAAH and CB1 in fallopian tubes.
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AB  - CONTEXT: Ectopic pregnancy is associated with significant morbidity and
      mortality, but the molecular mechanisms underlying this condition remain unclear.
      Although the endocannabinoids, N-arachidonoylethanolamine (anandamide),
      N-oleoylethanolamine, and N-palmitoylethanolamine, are thought to play a negative
      role in ectopic pregnancy, their precise role(s) within the fallopian tube
      remains unclear. Anandamide activates cannabinoid receptors (CB1 and CB2) and,
      together with its degrading [e.g. fatty acid amide hydrolase (FAAH)] and
      synthesizing enzymes (e.g. N-acyl-phosphatidylethanolamine-specific phospholipase
      D), forms the endocannabinoid system. High anandamide levels are associated with 
      tubal arrest of embryos in mice and may have a similar role in women. OBJECTIVE: 
      The aims were to quantify the levels of the endocannabinoids and evaluate the
      expression of the modulating enzymes and the cannabinoid receptors in fallopian
      tubes of women with ectopic pregnancy compared to those of nonpregnant women.
      DESIGN AND SETTING: We conducted a prospective study at the University Hospitals 
      of the Leicester National Health Service Trust. PARTICIPANTS AND METHODS:
      Fallopian tubes collected from women with ectopic pregnancy and nonpregnant women
      with regular menstrual cycles were used for quantification of endocannabinoids by
      ultra-HPLC tandem mass spectrometry, were fixed in formalin for
      immunohistochemistry, and had RNA extracted for RT-quantitative PCR or protein
      extracted for immunoblotting. RESULTS: Anandamide, but not N-oleoylethanolamine
      and N-palmitoylethanolamine, levels were significantly higher in ectopic
      fallopian tubes. Endocannabinoid levels from isthmus to ampulla were not
      significantly different. Cannabinoid receptors and endocannabinoid modulating
      enzymes were localized in fallopian tube epithelium by immunohistochemistry and
      showed reduced CB1 and FAAH expression in ectopic pregnancy. CONCLUSION: High
      anandamide levels and reduced expression of CB1 and FAAH may play a role in
      ectopic implantation.
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TI  - Histopathological spectrum of cutaneous tuberculosis and non-tuberculous
      mycobacterial infections.
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AB  - The non-specific clinical findings and variable histopathological features of
      cutaneous tuberculosis and non-tuberculous mycobacterial infections often make it
      difficult to establish a diagnosis and initiate appropriate therapy. We
      investigated 25 patients diagnosed with mycobacterial infections of the skin in
      Hanyang University Hospital between 2001 and 2011. Skin biopsy specimens were
      re-evaluated by various histopathological criteria and molecular studies. To
      identify the mycobacteria, we performed staining for acid-fast bacilli and also
      completed polymerase chain reaction analysis. The non-tuberculous mycobacterium
      species were identified by genetic sequencing of formalin-fixed,
      paraffin-embedded tissues. Immunocompromised status was more frequent in
      non-tuberculous mycobacterial infections than in tuberculosis (p = 0.017) while
      disease duration was longer in tuberculosis (p = 0.026). Microscopically,
      neutrophil infiltration, interstitial granuloma, small vessel proliferation and
      increased numbers of bacilli were found to be associated with non-tuberculous
      mycobacterial infections (all p < 0.05). In contrast, giant cells, plasma cells, 
      tuberculoid granulomas and necrosis were associated with tuberculosis (all p <
      0.05). There were no species-specific histopathological findings in
      non-tuberculous mycobacterial infections. The significant histopathological
      differences between cutaneous tuberculous and non-tuberculous mycobacterial
      infections are helpful in considering differential diagnoses. In addition,
      molecular techniques together with clinico-pathological findings may assist in
      making accurate diagnoses of cutaneous non-tuberculous mycobacterial infections.
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AB  - OBJECTIVE: To investigate whether paternal occupational exposure to formaldehyde 
      (FA) affects the reproductive outcomes. METHODS: Data were collected from 302
      male workers occupationally exposed to FA and 305 referent controls through
      interview questionnaires. Formaldehyde exposure level was measured and calculated
      for every subject. Different reproductive outcomes were compared for two groups
      by logistic regression analyses. RESULTS: A significant increased risk of
      prolonged time to pregnancy (P = 0.034; odds ratio, 2.828; 95% confidence
      interval, 1.081 to 7.406) and significant elevated risk of spontaneous abortion
      (P = 0.021; odds ratio, 1.916; 95% confidence interval, 1.103 to 3.329) were
      observed in wives of male workers occupationally exposed to FA after correction
      for confounding factors. Moreover, reproductive toxicity due to FA exposure is
      dose dependent. CONCLUSIONS: This epidemiological study adds some evidence for
      the hypothesis that paternal FA occupation exposure has adverse effects on
      reproductive outcomes.
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TI  - Congenital ectropion uvea and mechanisms of glaucoma in neurofibromatosis type 1:
      new insights.
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AB  - OBJECTIVE: To describe the clinicopathologic features of congenital ectropion
      uvea associated with glaucoma in neurofibromatosis-1 (NF-1). DESIGN:
      Retrospective case series. PARTICIPANTS AND CONTROLS: Five cases of NF-1
      associated with glaucoma, from which enucleated eyes were available, and 2 eye
      bank eyes used as controls. METHODS: The clinical features and courses of these
      patients were reviewed. Formalin-fixed, paraffin-embedded eyes were examined by
      light and electron microscopy. Immunohistochemistry using antineurofibromin,
      anti-glial fibrillary acidic protein, and antivimentin was performed in 3
      patients. Gene expression of the mitogen-activated protein kinase (MAPK)
      signaling pathway was examined in corneal endothelial cells in 1 patient. MAIN
      OUTCOME MEASURES: Cause of glaucoma in patients with ectropion uvea and NF-1.
      RESULTS: The age of patients at the time of glaucoma diagnosis ranged from birth 
      to 13 years. Four of the 5 patients had megalocornea and buphthalmos at
      presentation. Ectropion uvea was noted clinically in 2 patients, but was
      demonstrated histopathologically in all 5 patients. On histopathologic
      examination, all patients had varying degrees of angle closure secondary to
      endothelialization of the anterior chamber angle. Uveal neurofibromas were noted 
      in all patients; anteriorly displaced ciliary processes were noted in 4 of 5
      patients who demonstrated ciliary body involvement with neurofibromas. Absence of
      Schlemm's canal was observed. The endothelial cells lining the closed angle
      demonstrated positive stain results with the vimentin antibody. Positive
      antineurofibromin immunolabeling was detected in normal control corneal
      endothelium, but was absent in corneal endothelium in patients with
      endothelialization of the angle. Upregulation of genes from the MAPK signaling
      pathway was demonstrated in the corneal endothelial cells isolated from the NF-1 
      eyes. CONCLUSIONS: Ectropion uvea in NF-1 glaucoma is secondary to
      endothelialization of the anterior chamber angle and is associated commonly with 
      severe pediatric glaucoma in NF-1 patients. The endothelial cell proliferation
      may be related to overexpression of the Ras (Rat sarcoma)-MAPK genes in these
      eyes.
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TI  - Nutritional strategies to combat Salmonella in mono-gastric food animal
      production.
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AB  - Nutritional strategies to minimize Salmonella in food animal production are one
      of the key components in producing safer food. The current European approach is
      to use a farm-to-fork strategy, where each sector must implement measures to
      minimize and reduce Salmonella contamination. In the pre-harvest phase, this
      means that all available tools need to be used such as implementation of
      biosecurity measures, control of Salmonella infections in animals at the farm as 
      well as in transport and trade, optimal housing and management including
      cleaning, disinfection procedures as well as efforts to achieve Salmonella-free
      feed production. This paper describes some nutritional strategies that could be
      used in farm control programmes in the major mono-gastric food production
      animals: poultry and pigs. Initially, it is important to prevent the introduction
      of Salmonella onto the farm through Salmonella-contaminated feed and this risk is
      reduced through heat treatment and the use of organic acids and their salts and
      formaldehyde. Microbiological sampling and monitoring for Salmonella in the feed 
      mills is required to minimize the introduction of Salmonella via feed onto the
      farm. In addition, feed withdrawal may create a stressful situation in animals,
      resulting in an increase in Salmonella shedding. Physical feed characteristics
      such as coarse-ground meal to pigs can delay gastric emptying, thereby increasing
      the acidity of the gut and thus reducing the possible prevalence of Salmonella.
      Coarse-ground grains and access to litter have also been shown to decrease
      Salmonella shedding in poultry. The feed can also modify the gastro-intestinal
      tract microflora and influence the immune system, which can minimize Salmonella
      colonization and shedding. Feed additives, such as organic acids, short- and
      medium-chain fatty acids, probiotics, including competitive exclusion cultures,
      prebiotics and certain specific carbohydrates, such as mannan-based compounds,
      egg proteins, essential oils and bacteriophages, have the potential to reduce
      Salmonella levels when added to the feed. These nutritional strategies could be
      evaluated and used in farm control programmes.
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TI  - Association of age at diagnosis and genetic mutations in patients with
      neuroblastoma.
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AB  - CONTEXT: Neuroblastoma is diagnosed over a wide age range from birth through
      young adulthood, and older age at diagnosis is associated with a decline in
      survivability. OBJECTIVE: To identify genetic mutations that are associated with 
      age at diagnosis in patients with metastatic neuroblastoma. DESIGN, SETTING, AND 
      PATIENTS: Whole genome sequencing was performed on DNA from diagnostic tumors and
      their matched germlines from 40 patients with metastatic neuroblastoma obtained
      between 1987 and 2009. Age groups at diagnosis included infants (0-<18 months),
      children (18 months-<12 years), and adolescents and young adults (>/=12 years).
      To confirm the findings from this discovery cohort, validation testing using
      tumors from an additional 64 patients obtained between 1985 and 2009 also was
      performed. Formalin-fixed, paraffin-embedded tumor tissue was used for
      immunohistochemistry and fluorescence in situ hybridization. Telomere lengths
      were analyzed using whole genome sequencing data, quantitative polymerase chain
      reaction, and fluorescent in situ hybridization. MAIN OUTCOME MEASURE: Somatic
      recurrent mutations in tumors from patients with neuroblastoma correlated with
      the age at diagnosis and telomere length. RESULTS: In the discovery cohort (n =
      40), mutations in the ATRX gene were identified in 100% (95% CI, 50%-100%) of
      tumors from patients in the adolescent and young adult group (5 of 5), in 17%
      (95% CI, 7%-36%) of tumors from children (5 of 29), and 0% (95% CI, 0%-40%) of
      tumors from infants (0 of 6). In the validation cohort (n = 64), mutations in the
      ATRX gene were identified in 33% (95% CI, 17%-54%) of tumors from patients in the
      adolescent and young adult group (9 of 27), in 16% (95% CI, 6%-35%) of tumors
      from children (4 of 25), and in 0% (95% CI, 0%-24%) of tumors from infants (0 of 
      12). In both cohorts (N = 104), mutations in the ATRX gene were identified in 44%
      (95% CI, 28%-62%) of tumors from patients in the adolescent and young adult group
      (14 of 32), in 17% (95% CI, 9%-29%) of tumors from children (9 of 54), and in 0% 
      (95% CI, 0%-17%) of tumors from infants (0 of 18). ATRX mutations were associated
      with an absence of the ATRX protein in the nucleus and with long telomeres.
      CONCLUSION: ATRX mutations were associated with age at diagnosis in children and 
      young adults with stage 4 neuroblastoma. TRIAL REGISTRATION: clinicaltrials.gov
      Identifier: NCT00588068.
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AB  - OBJECTIVE: To explore the occupational and reproductive health problems of
      migrant female workers in electron factory. METHODS: A total number of 2000
      female migrant workers were randomly sampled from three electronic factories for 
      the study. All were investigated by questionnaire and data were input to EpiData 
      3.0 data base, SPSS17.0 statistical software and analyzed by Chi-square test.
      RESULTS: 1971 complete questionnaires were received, the recovery rate reached
      over 98.6%. The average age of interviewees is (21.1 +/- 3.9) years. Junior
      employee between 16 and 18 years accounted for 19.04%. The average working age
      was (1.1 +/- 2.2) years and about 90% were single including 0.11% of them were
      divorced. The main occupational hazards were: sodium hydroxide, sodium carbonate,
      formaldehyde, hydrochloric acid, stannic anhydride, benzene analogues, n-hexane
      methanol, glycol isopropanol, sulphuric acid, nitric oxide, noise, ultraviolet
      radiation, etc. Workplace monitoring indicated that benzene and noise levels and 
      ultraviolet radiation were over the national OEL at fewer worksites. More than
      50% female workers worked over 8 hours per day and 83% of them worked 22 days per
      month. The ergonomic problems: 63.86% of them worked with tedious repetitiveness 
      and monotonous job task. About 42% of them need to be continuously with standing 
      posture. As a consequence, there were 30% workers complain about LBP, 21% had
      experienced work injury; 15% approximately 18% had some non-specific discomfort, 
      such as insomnia, dysacusis, dizzy and headache. The incidence rate of
      reproductive system such as abnormal menstrual cycle (5.71%), dysmenorrhea
      (25.11%), congestion (8.91%), etc. The first four reproductive system disease
      were pelvic inflammation, adnexitis, cervical erosion, and vaginitis. There are
      significant differences between continuous and temporary standing work, and
      repeated and unrepeated job action in terms of dysmenorrheal and congestion
      related-discomfort(P < 0.05). CONCLUSION: There are many occupational hazards in 
      electronic industry. And there is somewhat a serious occupational and
      reproductive health problems among female migrant workers, that seem to be a
      matter of great concern.
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TI  - The Susan G. Komen for the Cure Tissue Bank at the IU Simon Cancer Center: a
      unique resource for defining the "molecular histology" of the breast.
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AB  - "Molecular histology" of the breast may be conceptualized as encompassing the
      normative ranges of histologic structure and marker expression in normal breast
      tissues in relation to a woman's age and life experiences. Studies of molecular
      histology can aid our understanding of early events in breast carcinogenesis and 
      provide data for comparison with diseased breast tissues. Until recently, lack of
      epidemiologically annotated, optimally prepared normal breast tissues obtained
      from healthy women presented a barrier to breast cancer research. The Komen
      Tissue Bank at Indiana University (Indianapolis, IN) is a unique biorepository
      that was developed to overcome this limitation. The Bank enrolls healthy donors
      who provide questionnaire data, blood, and up to four breast biopsies, which are 
      prepared as both formalin-fixed, paraffin-embedded and frozen tissues. The
      resource is accessible to researchers worldwide through a proposal submission,
      review, and approval process. As of November 2010, the Bank had collected
      specimens and information from 1,174 donors. In this review, we discuss the
      importance of studying normal breast tissues, assess the strengths and
      limitations of studying normal tissues obtained from different sources, and
      summarize the features of the Komen Tissue Bank. As research projects are
      completed, results will be posted on the Bank's website.
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TI  - The branching pattern of villous capillaries and structural changes of placental 
      terminal villi in type 1 diabetes mellitus.
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AB  - Maternal diabetes is associated with changes of the placental structure. These
      changes include great variability of vascularity manifested by strikingly
      hypovascular as well as hypervascular terminal villi. In this paper, normal
      placental terminal villi and pathological villi of type 1 diabetic placentas were
      compared concerning the structure of villous stroma, spatial arrangement of
      villous capillary bed and quantitative assessment of capillary branching pattern.
      Formalin fixed and paraffin embedded specimens of 14 normal and 17 Type 1
      diabetic term placentas were used for picrosirius staining, vimentin and desmin
      immunohistochemistry and confocal microscopy. 3D models of villi and villous
      capillaries were constructed from stacks of confocal optical sections.
      Hypervascular as well as hypovascular villi of diabetic placenta displayed
      changed structure of villous stroma, i.e. the collagen envelope around
      capillaries looked thinner and the network of collagen fibers seemed less dense. 
      The desmin immunocytochemistry has shown that stromal cells of hypervascular as
      well as hypovascular villi appeared nearly or completely void of desmin
      filaments. In comparison with normal villi, capillaries of hypovascular villi had
      a smaller diameter and displayed a markedly wavy course whereas in hypervascular 
      villi numerous capillaries occurred in reduced stroma and often had a large
      diameter. The quantitative assessment of capillary branching has shown that
      villous capillaries are more branched in diabetic placentas. It is concluded that
      type 1 maternal diabetes enhances the surface area of the capillary wall by
      elongation, enlargement of diameter and higher branching of villous capillaries
      and disrupts the stromal structure of terminal villi.
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TI  - Molecular detection and typing of dengue viruses from archived tissues of fatal
      cases by rt-PCR and sequencing: diagnostic and epidemiologic implications.
PG  - 335-40
AB  - Diagnosis of dengue virus (DENV) infection in fatal cases is challenging because 
      of the frequent unavailability of blood or fresh tissues. For formalin-fixed,
      paraffin-embedded (FFPE) tissues immunohistochemistry (IHC) can be used; however,
      it may not be as sensitive and serotyping is not possible. The application of
      reverse transcription-polymerase chain reaction (RT-PCR) for the detection of
      DENV in FFPE tissues has been very limited. We evaluated FFPE autopsy tissues of 
      122 patients with suspected DENV infection by flavivirus and DENV RT-PCR,
      sequencing, and DENV IHC. The DENV was detected in 61 (50%) cases by RT-PCR or
      IHC. The RT-PCR and sequencing detected DENV in 60 (49%) cases (DENV-1 in 16,
      DENV-2 in 27, DENV-3 in 8, and DENV-4 in 6 cases). No serotype could be
      identified in three cases. The IHC detected DENV antigens in 50 (40%) cases. The 
      RT-PCR using FFPE tissue improves detection of DENV in fatal cases and provides
      sequence information useful for typing and epidemiologic studies.
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TI  - Placental chorangiosis: the association with oxidative stress and angiogenesis.
PG  - 141-51
AB  - BACKGROUND/AIMS: Chorangiosis is considered to be strongly associated with fetal,
      maternal, and placental disorders, and has been found to be correlated with
      increased fetal morbidity and mortality. In this study, it is aimed to
      investigate the association of angiogenesis and oxidative stress with the
      pathogenesis of chorangiosis. METHODS: Expressions of heat shock protein 70
      (HSP70), vascular endothelial growth factor-A (VEGF-A) and basic fibroblast
      growth factor (b-FGF), which are investigated with avidin-biotin-peroxidase
      method in formalin-fixed, paraffin-embedded sections from placental tissues
      diagnosed as no chorangiosis (n = 18) and chorangiosis (n = 18), have been
      evaluated in a semiquantitative manner. RESULTS: There were significant
      differences between chorangiosis and no chorangiosis cases with respect to birth 
      weight, birth length, and Apgar scores (p < 0.001). Statistically significant (p 
      < 0.001), diffuse and strong expressions with HSP70, VEGF-A and b-FGF were
      observed in the villous tissue of placental chorangiosis cases when compared with
      no chorangiosis cases. CONCLUSION: The majority of the chorangiosis cases had an 
      accompanying poor perinatal outcome, and also those with accompanying
      angiogenesis and increased oxidative stress demonstrated diffuse and strong
      expressions of HSP70, VEGF-A and b-FGF. The interaction of maternal, placental,
      and fetal factors with increased oxidative stress and angiogenesis may possibly
      contribute to this arising pathologic change.
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TI  - Imaging mass spectrometry--a new and promising method to differentiate Spitz nevi
      from Spitzoid malignant melanomas.
PG  - 82-90
AB  - BACKGROUND: Differentiating Spitz nevus (SN) from Spitzoid malignant melanoma
      (SMM) is one the most difficult problems in dermatopathology. SPECIFIC AIM: To
      identify differences on proteomic level between SN and SMM. METHODS: We performed
      Imaging Mass Spectrometry analysis on formalin-fixed, paraffin-embedded tissue
      samples to identify differences on proteomic level between SN and SMM. The
      diagnosis of SN and SMM was based on histopathologic criteria, clinical features,
      and follow-up data, which confirmed that none of the lesions diagnosed as SN
      recurred or metastasized. The melanocytic component (tumor) and tumor
      microenvironment (dermis) from 114 cases of SN and SMM from the Yale Spitzoid
      Neoplasm Repository were analyzed. After obtaining mass spectra from each sample,
      classification models were built using a training set of biopsies from 26 SN and 
      25 SMM separately for tumor and for dermis. The classification algorithms
      developed on the training data set were validated on another set of 30 samples
      from SN and 33 from SMM. RESULTS: We found proteomic differences between the
      melanocytic components of SN and SMM and identified 5 peptides that were
      differentially expressed in the 2 groups. From these data, 29 of 30 SN and 26 of 
      29 SMM were recognized correctly based on tumor analysis in the validation set.
      This method correctly classified SN with 97% sensitivity and 90% specificity in
      the validation cohort. CONCLUSIONS: Imaging Mass Spectrometry analysis can
      reliably differentiate SN from SMM in formalin-fixed, paraffin-embedded tissue
      based on proteomic differences.
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TI  - Blastocystis hominis as a contributing risk factor for development of iron
      deficiency anemia in pregnant women.
PG  - 2167-74
AB  - Intestinal parasitic infection increases the risk of developing iron deficiency
      anemia (IDA) during pregnancy. The objective of this study was to assess
      Blastocystis hominis as a contributing risk factor for development of IDA in
      pregnant women. A total of 200 fecal specimens from 120 pregnant women with IDA
      (mean Hb = 9.6 g/dl), and 80 non-anemic controls were examined for Blastocystis. 
      Fecal specimens were examined by the formalin/ethyl-acetate concentration
      technique, iron hematoxylin staining, modified Ziehl-Neelsen acid-fast staining, 
      and by the in vitro cultivation technique for Blastocystis. Frequency of
      Blastocystis infection, detected microscopically and by the in vitro culture
      technique, was significantly higher in IDA study group (n = 48; 40%) compared to 
      non-anemic controls (n = 5; 6.3%; P < 0.0001), and 26.5% (n = 53) in all study
      subjects. Among the 48 cases, Blastocystis without other intestinal parasitic
      infections was detected in 41 cases (34.2%), while seven cases (5.8%) with
      Blastocystis were coinfected with other intestinal parasites which included
      Giardia and Cryptosporidium (1.7% each), and Entamoeba sp., Ascaris, and
      Trichuris (0.8% each). The mean Hb level of the 48 Blastocystis-infected cases
      was 9.2 g/dl (mild anemia). While the other 72 IDA cases with no infection had
      mean Hb of 10.0 g/dl (mild anemia), with a significant difference in mean Hb
      level between Blastocystis-infected and the non-infected IDA cases (P < 0.0001). 
      Furthermore, among the 48 Blastocystis-infected IDA cases, the mean Hb of the 41 
      Blastocystis-infected cases without other intestinal parasitic co-infection was
      9.1 g/dl (mild anemia), while the mean Hb level of the 7 Blastocystis-infected
      cases with other intestinal parasitic co-infection was 8.7 g/dl (moderate
      anemia). Findings of the current study showed that B. hominis infection
      contributes to the development of IDA in pregnant women. Hence, parasitological
      diagnostic tests are recommended in routine examination at all antenatal clinics.
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TI  - A method to estimate the chronic health impact of air pollutants in U.S.
      residences.
PG  - 216-22
AB  - BACKGROUND: Indoor air pollutants (IAPs) cause multiple health impacts.
      Prioritizing mitigation options that differentially affect individual pollutants 
      and comparing IAPs with other environmental health hazards require a common
      metric of harm. OBJECTIVES: Our objective was to demonstrate a methodology to
      quantify and compare health impacts from IAPs. The methodology is needed to
      assess population health impacts of large-scale initiatives-including energy
      efficiency upgrades and ventilation standards-that affect indoor air quality
      (IAQ). METHODS: Available disease incidence and disease impact models for
      specific pollutant-disease combinations were synthesized with data on measured
      concentrations to estimate the chronic heath impact, in disability-adjusted
      life-years (DALYs) lost, due to inhalation of a subset of IAPs in U.S.
      residences. Model results were compared with independent estimates of DALYs lost 
      due to disease. RESULTS: Particulate matter </= 2.5 mum in aerodynamic diameter
      (PM2.5), acrolein, and formaldehyde accounted for the vast majority of DALY
      losses caused by IAPs considered in this analysis, with impacts on par or greater
      than estimates for secondhand tobacco smoke and radon. Confidence intervals of
      DALYs lost derived from epidemiology-based response functions are tighter than
      those derived from toxicology-based, interspecies extrapolations. Statistics on
      disease incidence in the United States indicate that the upper-bound confidence
      interval for aggregate IAP harm is implausibly high. CONCLUSIONS: The approach
      demonstrated in this study may be used to assess regional and national
      initiatives that affect IAQ at the population level. Cumulative health impacts
      from inhalation in U.S. residences of the IAPs assessed in this study are
      estimated at 400-1,100 DALYs lost annually per 100,000 persons.
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TI  - Characterization of periostin isoform pattern in non-small cell lung cancer.
PG  - 183-90
AB  - INTRODUCTION: The extracellular matrix N-glycoprotein periostin (OSF-2, POSTN) is
      a major constituent of the desmoplastic stroma around solid tumors. It promotes
      tumor invasion and metastasis via epithelial-mesenchymal transition (EMT). In
      this study we investigated periostin expression at both RNA and protein level as 
      well as the expression pattern of its splice isoforms in non-small cell lung
      cancer (NSCLC). METHODS: Thirty fresh frozen and corresponding formalin-fixed
      NSCLC tissues (adeno- and squamous cell carcinoma subtype, each n=15) and their
      matched non-neoplastic tissues were investigated. Periostin mRNA levels were
      analyzed by quantitative RT-PCR. The EMT-markers periostin and vimentin were
      analyzed by immunohistochemistry. Laser capture microdissection allowed for
      analysis of periostin expression in tumor epithelia and stroma, separately.
      Isoform patterns were investigated by isoform-specific PCR following sequencing
      in NSCLC, fetal and adult normal lung tissue. RESULTS: The qRT-PCR analysis
      showed periostin mRNA up-regulation in NSCLC tissue in relation to normal lung,
      with significantly higher levels in the adeno-compared to the squamous cell
      subtype (p<0.05). However, protein levels in both tumor epithelia and stroma
      correlated with squamous cell carcinoma (p<0.001) and larger tumor size (p<0.05).
      Further, periostin tumor epithelia expression, correlated with higher tumor grade
      (p<0.05). Sequence analysis detected eight periostin isoforms in fetal lung, but 
      only five in both NSCLC and matched normal lung tissue. Among the eight isoforms,
      four are new and were labelled 5, 7, 8 and 9. The exclusive presence of isoforms 
      1 and 9 in fetal tissue suggests splice-specific regulation during lung
      embryogenesis. Finally, laser capture microdissection demonstrated that both
      tumor epithelia and stromal cells can be a source of periostin production in
      NSCLC. CONCLUSIONS: This study represents the first analysis of periostin isoform
      expression patterns in NSCLC and a characterization of periostin expression in
      cancer versus stromal cells at both RNA and protein level.
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TI  - miRNA expression profiling enables risk stratification in archived and fresh
      neuroblastoma tumor samples.
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AB  - PURPOSE: More accurate assessment of prognosis is important to further improve
      the choice of risk-related therapy in neuroblastoma (NB) patients. In this study,
      we aimed to establish and validate a prognostic miRNA signature for children with
      NB and tested it in both fresh frozen and archived formalin-fixed
      paraffin-embedded (FFPE) samples. EXPERIMENTAL DESIGN: Four hundred-thirty human 
      mature miRNAs were profiled in two patient subgroups with maximally divergent
      clinical courses. Univariate logistic regression analysis was used to select
      miRNAs correlating with NB patient survival. A 25-miRNA gene signature was built 
      using 51 training samples, tested on 179 test samples, and validated on an
      independent set of 304 fresh frozen tumor samples and 75 archived FFPE samples.
      RESULTS: The 25-miRNA signature significantly discriminates the test patients
      with respect to progression-free and overall survival (P < 0.0001), both in the
      overall population and in the cohort of high-risk patients. Multivariate analysis
      indicates that the miRNA signature is an independent predictor of patient
      survival after controlling for current risk factors. The results were confirmed
      in an external validation set. In contrast to a previously published mRNA
      classifier, the 25-miRNA signature was found to be predictive for patient
      survival in a set of 75 FFPE neuroblastoma samples. CONCLUSIONS: In this study,
      we present the largest NB miRNA expression study so far, including more than 500 
      NB patients. We established and validated a robust miRNA classifier, able to
      identify a cohort of high-risk NB patients at greater risk for adverse outcome
      using both fresh frozen and archived material.
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TI  - Evidence for the presence of high risk human papillomavirus in retinoblastoma
      tissue from nonfamilial retinoblastoma in developing countries.
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AB  - BACKGROUND: The prevalence of human papillomavirus (HPV) infection in India is
      high. HPV infection is known to cause cervical cancer and has also been
      implicated in the pathogenesis of retinoblastoma (RB), a common intraocular
      malignant tumor of childhood which can be familial or sporadic. Despite the high 
      incidence of RB in India, its familial form is rare. Hence this study was
      undertaken to investigate whether high-risk HPV types 16 and 18 are involved in
      the development of RB. METHODS: Formalin fixed paraffin embedded RB tissues (n = 
      76) including prospective cases with corresponding maternal cervical smears (n = 
      10) were analyzed for the presence of HPV DNA sequences. Expression of the cell
      cycle regulatory proteins viz; p105, p107, p30, p16, E2F-1, E2F-4, and MiB-1 was 
      studied by immunohistochemistry (IHC) (n = 34). RESULTS: A total of 53 out of 76 
      (69.7%) cases were positive for HPV, of these 3 cases were positive for HPV-16,
      23 for HPV-18, and 27 for both HPV-16 and -18. Of the prospective cases (n = 10) 
      studied, five cases along with the corresponding maternal cervical cytology smear
      had identical HPV status. HPV-16 positive tumors were classified as well
      differentiated (P = 0.013). Nuclear expression of pRB2/p130 showed significant
      association with HPV-16 infection (P = 0.04) or dual infection of HPV-16/-18 (P =
      0.02). CONCLUSIONS: Our study lends support to the hypothesis that infection of
      HPV-16/-18 may play an important role in the development of nonfamilial form of
      RB in children in India.
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TI  - Pediatric high-grade glioma: identification of poly(ADP-ribose) polymerase as a
      potential therapeutic target.
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AB  - Pediatric high-grade gliomas (World Health Organization grades III and IV
      astrocytomas) remain tumors with a very poor prognosis for which novel
      therapeutic strategies are needed. Poly(ADP-ribose) polymerase (PARP) is known to
      have multiple functions in tumors, including single-strand DNA repair and
      induction of caspase-independent apoptosis. PARP has been suggested as a
      therapeutic target in adult malignancies, and this study examines whether it
      could also be a potential target in pediatric high-grade glioma. Tissue
      microarrays containing 150 formalin-fixed pediatric high-grade gliomas were
      examined by immunohistochemistry for levels of PARP and expression of apoptosis
      inducing factor (AIF). Full retrospective clinical and survival data were
      available for this cohort. Stratification and statistical analysis was performed 
      to assess the effect of PARP status on prognosis. The level of PARP
      immunopositivity had a statistically significant inverse correlation (P = .019)
      with survival in supratentorial pediatric high-grade glioma. AIF staining was
      notable for its absence in the majority of tumors but with moderate levels of
      expression in surrounding normal brain. PARP is expressed at high levels in many 
      pediatric high-grade gliomas, and in these tumors, the ability of PARP to
      activate AIF appears to have been lost. PARP may therefore represent a promising 
      therapeutic target for these lesions and warrants evaluation in clinical trials.
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TI  - Expression of JL1 in Burkitt lymphoma is associated with improved overall
      survival.
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AB  - JL1 is a novel molecule expressed in the surface of hematopoietic precursor
      cells, but not on any other mature human tissue. Accordingly, JL1 is expressed in
      acute lymphoblastic leukemia (ALL) cells and can be used both for specific
      diagnosis and as a target for treatment. However, expression of JL1 by lymphomas 
      has not been thoroughly assessed. Burkitt lymphoma is a potentially curable
      aggressive lymphoma, but prognostic markers that stratify risk have not been
      established. We therefore assayed JL1 expression in Burkitt lymphoma patients to 
      assess its value as a prognostic marker for this disease. Tissue microarray
      blocks of formalin-fixed paraffin-embedded tissue samples from patients with
      Burkitt lymphoma and other B-cell lymphomas, at the Asan Medical Center and Seoul
      National University Hospital from January 1998 to December 2008 were
      immunohistochemically assayed using a mouse monoclonal antibody against JL1. We
      found that 30.2% of Burkitt lymphoma samples, but no other lymphoma samples, were
      positive for JL1. JL-1 expression was significantly correlated with patient
      survival (P = 0.022), but not with other clinical manifestations of the disease, 
      with 91.6% of JL1-positive patients achieving complete remission in response to
      chemotherapy and 6.25% experiencing disease recurrence. JL1 positivity was
      significantly correlated with prolonged overall survival by both Kaplan-Meier
      survival (P = 0.035) and Cox proportional hazard model (P = 0.043) analysis. JL1 
      expression in Burkitt lymphoma was positively correlated with overall survival
      and better response to chemotherapy, suggesting that JL1 may be a prognostic
      marker for risk stratification in these patients.
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TI  - Formaldehyde exposure and lower respiratory infections in infants: findings from 
      the PARIS cohort study.
PG  - 1653-8
AB  - BACKGROUND: Certain chemical pollutants can exacerbate lower respiratory tract
      infections (LRIs), a common childhood ailment. Although formaldehyde (FA) is one 
      of the most common air pollutants found in indoor environments, its impact on
      infant health is uncertain. OBJECTIVE: Our aim was to determine the impact of FA 
      exposure on the LRI incidence during the first year of life of infants from the
      Pollution and Asthma Risk: an Infant Study (PARIS) birth cohort. METHODS: FA was 
      measured in a random sample of 196 infants' dwellings, and exposure to this
      pollutant was estimated for 2,940 infants using predictive models based on
      measurements and data about potential determinants of FA levels. Health data were
      collected from parents by regular self-administered questionnaires. We used
      multivariate logistic regressions to estimate associations between FA exposure
      and the occurrence of LRI and wheezy LRI (wLRI), adjusting for potential
      confounders/risk factors. RESULTS: During the first year of life, 45.8% of
      infants had at least one LRI, and LRI occurred simultaneously with wheezing in
      48.7% of cases. The FA predictive models correctly classified 70% of dwellings as
      having high or low exposure, and we estimated that 43.3% of infants were exposed 
      throughout the first year to levels of FA > 19.5 microg/m3. FA exposure was
      significantly associated with LRI and wLRI before and after adjustment for known 
      LRI risk factors/confounders. For an interquartile increase in FA levels (12.4
      mug/m3), we estimated a 32% [95% confidence interval (CI): 11, 55] and 41% (95%
      CI: 14, 74) increase in the incidence of LRI and wLRI, respectively. CONCLUSION: 
      The findings of this study suggest that infants exposed to FA at an early age
      have an increased incidence of LRI.
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AB  - Although intestinal parasitic infections (IPI) among children remain a global
      issue, the current information on such infections in Albanian children is very
      limited. A cross-sectional study of the IPI in 321 children living in the
      Albanian counties of Tirana (152) and Elbasan (169) was therefore conducted in
      2008, with a pre-tested standard questionnaire employed to gather the relevant
      personal and clinical data. Using formalin-ether concentration and permanent
      stains, stool samples were examined microscopically for the ova, cysts and
      oocysts of any parasites. The overall prevalence of IPI was 19% (61 of 321), with
      protozoan infections (11.5%) apparently more common than infections with
      soil-transmitted helminths (STH; 8.1%). Giardia duodenalis was the parasite most 
      frequently detected (10.9%), followed by hookworm (5.6%), Ascaris lumbricoides
      (1.9%), Trichuris trichiura (0.6%), Cryptosporidium (0.3%) and Entamoeba
      histolytica/dispar (0.3%). The results of a univariate analysis indicated that
      the children from Tirana county were significantly more likely to be found
      infected with STH compared with the children from Elbasan county (12.5% v. 4.1%; 
      P=0.006). Children sampled in the community were also more likely to be found
      STH-positive than the children sampled as they attended hospitals and health
      clinics (10.5% v. 6.0%) but this difference did not reach statistical
      significance. The children found STH-positive were five times more likely to be
      suffering from diarrhoea than the other children checked in clinical settings
      (P=0.004) and were also more likely to be suffering from abdominal pain (P=0.054)
      and/or diminished appetite (P=0.016).
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AB  - Formaldehyde, the recently classified carcinogen and ubiquitous environmental
      contaminant, has long been suspected of causing adverse reproductive and
      developmental effects, but previous reviews were inconclusive, due in part, to
      limitations in the design of many of the human population studies. In the current
      review, we systematically evaluated evidence of an association between
      formaldehyde exposure and adverse reproductive and developmental effects, in
      human populations and in vivo animal studies, in the peer-reviewed literature.
      The mostly retrospective human studies provided evidence of an association of
      maternal exposure with adverse reproductive and developmental effects. Further
      assessment of this association by meta-analysis revealed an increased risk of
      spontaneous abortion (1.76, 95% CI 1.20-2.59, p=0.002) and of all adverse
      pregnancy outcomes combined (1.54, 95% CI 1.27-1.88, p<0.001), in
      formaldehyde-exposed women, although differential recall, selection bias, or
      confounding cannot be ruled out. Evaluation of the animal studies including all
      routes of exposure, doses and dosing regimens studied, suggested positive
      associations between formaldehyde exposure and reproductive toxicity, mostly in
      males. Potential mechanisms underlying formaldehyde-induced reproductive and
      developmental toxicities, including chromosome and DNA damage (genotoxicity),
      oxidative stress, altered level and/or function of enzymes, hormones and
      proteins, apoptosis, toxicogenomic and epigenomic effects (such as DNA
      methylation), were identified. To clarify these associations, well-designed
      molecular epidemiologic studies, that include quantitative exposure assessment
      and diminish confounding factors, should examine both reproductive and
      developmental outcomes associated with exposure in males and females. Together
      with mechanistic and animal studies, this will allow us to better understand the 
      systemic effect of formaldehyde exposure.
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TI  - A retrospective study of a modified 1-minute formocresol pulpotomy technique part
      2: effect on exfoliation times and successors.
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AB  - PURPOSE: The purposes of this study were to evaluate the: effect of a 1-minute
      application of full-strength Buckley's formocresol with concur- rent hemostasis
      using the medicated cotton pledget in human primary teeth on their successors;
      and exfoliation times compared to the contralateral nonpulpotomized tooth.
      METHODS: Using a retrospective chart review, clinical and radiographic data were 
      available for 557 primary molars in 320 patients. RESULTS: There was no
      difference between treated and control teeth in the number of enamel defects of
      succedaneous teeth (P<.45). Approximately 66% exfoliated at the same time as
      their contralateral counterpart and approximately 29% exfoliated earlier
      (P<.001). CONCLUSIONS: This 1-minute technique showed a tendency toward early
      exfoliation, but no effect on clinical management, and no increase in incidence
      of defects on succedaneous teeth was observed. The 1-minute full-strength
      formocresol technique may be considered an acceptable alternative to the 5-minute
      formocresol pulpotomy.
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AB  - BACKGROUND: Examine lymphatic malformation lymphoid aggregates for the expression
      of tertiary lymphoid organ markers. Determine how lymphoid aggregate density
      relates to lymphatic malformation clinical features. METHODS AND RESULTS:
      Retrospective cohort study. Tissue and clinical data were reviewed from 29
      patients in the Vascular Anomaly Database who represented the spectrum of head
      and neck lymphatic malformations and had >5 years of follow-up. Archived
      formalin-fixed, paraffin-embedded lymphatic malformation tissue was
      immunohistochemically stained with antibodies for tertiary lymphoid organ
      markers, which included follicular and mature myeloid dendritic cells, high
      endothelial venules, segregated B and T-cells, lymphatic endothelial cells, and
      lymphoid homing chemokines (CXCL13, CCL21). Lymphoid aggregate density
      (count/mm(2)) was quantified by 2 independent, blinded reviewers. Lymphoid
      aggregate density and lymphatic malformation clinical features were characterized
      using analysis of variance. Larger lymphatic malformation tissue lymphoid
      aggregates stained consistently for tertiary lymphoid organ markers. In oral
      cavity and neck specimens from the same patients (n = 9), there were more
      tertiary lymphoid organ in oral cavity than in neck specimens (p = 0.0235). In
      lymphatic malformation neck tissue, de Serres stage 4 lymphatic malformations
      displayed the highest tertiary lymphoid organ density. No significant association
      was seen between tertiary lymphoid organ density and other clinical features.
      CONCLUSION: This study demonstrates that some lymphoid aggregates within
      lymphatic malformations represent tertiary lymphoid organs. There was an
      association between tertiary lymphoid organ density and lymphatic malformation
      location. Further study is required to define the role of lymphoid neogenesis and
      tertiary lymphoid organ formation in lymphatic malformation pathogenesis.
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TI  - Occult androgenetic-biparental mosaicism and sporadic hepatic mesenchymal
      hamartoma.
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AB  - The incidence of hepatic mesenchymal hamartoma (HMH) is increased in patients
      with placental mesenchymal dysplasia (PMD), which appears to be caused by
      androgenetic-biparental mosaicism (ABM). We hypothesized that occult ABM might
      underlie cases of HMH with no known history of PMD. Formalin-fixed,
      paraffin-embedded HMH specimens from 10 such patients and liver specimens from 6 
      non-HMH controls were identified retrospectively from the surgical pathology
      records of a pediatric hospital. The relative abundance of maternal and paternal 
      alleles was assessed by quantitative polymerase chain reaction amplification of
      polymorphic short tandem repeats and single nucleotide polymorphisms located on
      15 different chromosomes. Androgenetic-biparental mosaicism was diagnosed in one 
      patient based on global allelic imbalances at all informative loci. In that
      patient, the greatest imbalances were observed in stroma-rich portions of the
      hamartoma, with no significant imbalance in histologically normal liver or
      epithelium-rich portions of the hamartoma. A retrospective, unbiased review of
      the histology and clinical records from all 10 patients revealed no morphologic
      or clinical correlates to distinguish the affected patient, except that she had
      multiple cutaneous hemangiomas, which like HMH, appear to be more common in
      patients with PMD. Our findings suggest that other patients with apparently
      sporadic HMH, hemangioma, or other lesions seen more frequently with PMD may
      harbor occult ABM. Recognition of ABM may be important because its long-term
      consequences are unknown but may be significant.
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TI  - [Contribution of occupational medicine to social medicine].
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AB  - Occupational medicine has always been part of social medicine, but focuses on the
      part of the population in paid employment. Investigations of occupational
      diseases have identified several toxic chemicals that can affect other sectors of
      society: examples include cancers due to sawdust, asbestos, benzene, as well as
      carcinogens, mutagens and reproductive toxins. Better knowledge of the risks
      posed by epoxy resins, cements, formaldehyde, lead, toluene and other chemical
      agents has helped to understand certain diseases in the population. Knowledge of 
      musculoskeletal disorders due to repetitive work has been of help in other areas;
      gradual resumption of appropriate activity seems to be the best basic treatment. 
      Studies of mental overload and its consequences in the workplace (suicide,
      depression, etc.) have implications for human relations in society as a whole.
      Multidisciplinary networking helps to regularly take stock of findings in
      occupational medicine that may be applicable to social medicine.
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TI  - Helminth and intestinal protozoa infections, multiparasitism and risk factors in 
      Champasack province, Lao People's Democratic Republic.
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AB  - BACKGROUND: Detailed investigations of multiparasitism are scarce in the Mekong
      River basin. We assessed helminth (trematode, nematode, and cestode), and
      intestinal protozoa infections, and multiparasitism in random population samples 
      from three different eco-epidemiological settings in Champasack province,
      southern Lao People's Democratic Republic (Lao PDR), and determined underlying
      risk factors. METHODOLOGY: Two stool samples were collected from 669 individuals 
      aged >/= 6 months over consecutive days and examined for helminth infections
      using the Kato-Katz method. Additionally, one stool sample per person was
      subjected to a formalin-ethyl acetate concentration technique for diagnosis of
      helminth and intestinal protozoa infections. Questionnaires were administered to 
      obtain individual and household-level data pertaining to behavior, demography and
      socioeconomic status. Risk factors for hepato-biliary and intestinal parasitic
      infections and multiparasitism were determined using multiple logistic
      regressions analyses. PRINCIPAL FINDINGS: MULTIPLE SPECIES INTESTINAL PARASITE
      INFECTIONS WERE COMMON: 86.6% of the study participants harbored at least two and
      up to seven different parasites concurrently. Regarding nematode infections,
      hookworm was the most prevalent species (76.8%), followed by Ascaris lumbricoides
      (31.7%) and Trichuris trichiura (25.0%). Regarding trematodes, Opisthorchis
      viverrini and Schistosoma mekongi infections were found in 64.3% and 24.2% of the
      participants, respectively. Infections with intestinal protozoa were rare.
      CONCLUSIONS/SIGNIFICANCE: There is a pressing need to intensify and sustain
      helminth control interventions in the southern part of Lao PDR. Given the high
      prevalence with nematode and trematode infections and the extent of
      multiparasitism, preventive chemotherapy is warranted. This intervention should
      be coupled with health education and improved access to clean water and adequate 
      sanitation to consolidate morbidity control and enhance sustainability.
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TI  - Comparison of the Flotac-400 dual technique and the formalin-ether concentration 
      technique for diagnosis of human intestinal protozoon infection.
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AB  - There is a need for accurate diagnosis of intestinal parasite infections in
      humans, but currently available copromicroscopic techniques have shortcomings,
      such as low sensitivity. We compared the diagnostic accuracy of a further
      modified version of the recently developed Flotac technique with that of the
      widely used formalin-ether concentration technique (FECT) for the detection of
      intestinal protozoa in human stool samples. Formaldehyde-preserved stool samples 
      from 108 individuals in Cote d'Ivoire were subjected to the Flotac-400 dual
      technique, using two different flotation solutions (FS), and to the FECT. Stool
      samples were examined according to computer-generated random lists by an
      experienced laboratory technician blinded for the results of each method. Both
      methods detected the same eight intestinal protozoon species. While the
      Flotac-400 dual technique (results from both FS combined) found higher
      prevalences of Entamoeba coli (77.8% versus 71.3%, P < 0.001), Blastocystis
      hominis (20.4% versus 13.0%, P = 0.458), and Giardia intestinalis (8.3% versus
      6.5%, P < 0.001), the FECT detected higher prevalences of Entamoeba
      histolytica/Entamoeba dispar (27.8% versus 20.4%, P = 0.019) and four species of 
      nonpathogenic intestinal protozoa. The diagnostic agreement between the two
      methods differed considerably depending on the intestinal protozoon investigated 
      (Cohen's kappa measures; range, 0.01 to 0.46). Our study confirmed that the
      Flotac-400 dual technique can be utilized for the diagnosis of intestinal
      protozoon infections in humans. Since Flotac is a sensitive technique for the
      detection of soil-transmitted helminths and Schistosoma mansoni, it might become 
      a viable copromicroscopic technique for the concurrent diagnosis of helminths and
      intestinal protozoon infections.
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TI  - Quantitative macroscopic study on preterm placenta in gestational diabetes
      mellitus and pregnancy induced hypertension.
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AB  - Preterm birth is the major cause of perinatal mortality and morbidity. During the
      last decade, it has become an important issue in public health policies of
      developing countries. Gestational diabetes mellitus and Pregnancy induced
      hypertension are two important high-risk factors for preterm birth. The proposed 
      study aimed to make a macroscopic analysis on the functional tissues (Parenchymal
      tissues) in preterm placenta in respect of Gestational diabetes mellitus (GDM)
      and pregnancy induced hypertension (PIH). The study was observational and cross
      sectional. The patients under this study were selected from the Obstetric ward of
      BSMMU and BIRDEM hospital, from June 2005 to October 2005. Sixty-six samples were
      collected from women during 28 weeks to 36 weeks of gestation. Among them,
      twenty-two samples were from gestational diabetic mothers, twenty-two were from
      pregnancy induced hypertensive mothers and twenty-two were from mothers who were 
      non-diabetic and non-hypertensive in current pregnancy. Placentas were fixed and 
      preserved in 10% formal saline solution. The volume proportions of parenchymal
      and non-parenchymal components were measured by using a point counting technique 
      on formalin fixed placentas. In this study, the GDM group had significantly more 
      absolute volume and mean proportional volume of the parenchyma but less mean
      proportional volume of the non-parenchyma when compared with Control and PIH
      group. However, the PIH group had significantly less absolute volume of the
      parenchyma than the control group and the mean value of the absolute volume of
      non parenchyma was also less than control value but did not reach a significant
      level. The results obtained from diseased and control groups demonstrated a
      significant change in some events, and some trends were also observed among these
      groups. However, it could be suggest that, in these two pregnancy-induced
      disorders, there is placental insufficiency where the placenta tries to exert its
      reserve capacity by changing its functional structures and consequently overcomes
      the possible damage to the fetus.
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TI  - Diagnosis and immunophenotype of 188 pediatric lymphoblastic lymphomas treated
      within a randomized prospective trial: experiences and preliminary
      recommendations from the European childhood lymphoma pathology panel.
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AB  - The majority of lymphoblastic (precursor cell) neoplasms presents as leukemias.
      Consequently, the guidelines for lineage determination and subtyping of precursor
      cell neoplasms were primarily established for flow cytometry methods. Large-scale
      studies of nonleukemic lymphoblastic lymphomas are lacking so far. We analyzed a 
      large series of pediatric patients with lymphoblastic lymphoma treated within a
      prospective randomized trial (the Euro-LB 02 study). Among 193 lymphomas, in
      which a detailed immunohistochemical analysis was carried out, there were several
      unusual and diagnostically challenging morphologic and immunophenotypical
      variants. These included 11 lymphomas with mixed phenotypes expressing markers of
      at least 2 hematopoietic lineages, 7 terminal deoxynucleotide
      transferase-negative lymphoblastic lymphomas, and 3 undifferentiated
      hematopoietic neoplasms that could not be assigned to any lineage with certainty.
      Our data indicate that World Health Organization guidelines for lineage
      determination and subtyping of precursor cell leukemia need to be adapted before 
      they can be applied to immunohistochemical diagnosis of lymphoma. Using the
      experience from this cohort we suggest a resource-saving diagnostic staining
      panel for the immunohistochemical analysis of precursor cell neoplasms in
      formalin-fixed paraffin-embedded tissue.
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TI  - Gene expression profiling of human hepatoblastoma using archived formalin-fixed
      and paraffin-embedded tissues.
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AB  - We elucidated the genetic profile of hepatoblastomas (HBLs) to identify
      diagnostic and prognostic markers. RNA was extracted from 32 formalin-fixed,
      paraffin-embedded HBLs and corresponding nonneoplastic liver (NNL) tissues, and
      cDNA-mediated annealing, selection, extension, and ligation (DASL) chip assays
      were performed. Immunohistochemistry was performed to confirm the expression of
      Yin Yang 1 (YY1) protein in HBL. Twenty-four genes that were associated with
      signal transduction, cell-cell adhesion, cell cycle regulation, and apoptosis
      were differentially expressed in HBL and NNL tissues. Two apoptosis-associated
      genes, MYCN and BIRC5, were highly upregulated in HBL. Eight genes, including YY1
      and IGF1, were upregulated in HBL cases that had a poor prognosis. Thirty-eight
      genes, including YY1, were differentially expressed according to histologic
      differentiation of HBL, and the immunohistochemical expression of YY1 was
      correlated with poor HBL differentiation. Thus, using DASL chip assays, we report
      the gene expression profiles of HBL, which suggest new candidate prognostic and
      diagnostic genetic markers and putative therapeutic targets for HBL.
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TI  - First-trimester serum analytes, biophysical tests and the association with
      pathological morphometry in the placenta of pregnancies with preeclampsia and
      fetal growth restriction.
PG  - 333-8
AB  - OBJECTIVE: We test the hypothesis that first-trimester serum analytes, 4-D power 
      Doppler placental vascular indices and uterine artery Doppler (UAD) predicts
      abnormal placental morphometry in pregnancies with preeclampsia (PE) and fetal
      growth restriction (FGR). STUDY DESIGN: Maternal serum analytes (PAPP-A, hCG,
      ADAM12s, and PP13), bilateral UADs, and placental vascular indices were measured 
      at 11-14 weeks in a nested-case control study within a prospective cohort of
      women followed from the first-trimester to delivery. Vascularization index (VI), 
      flow index (FI), and vascularization flow index (VFI) were obtained from 4-D
      power Doppler histograms. Serum analytes were measured using immunofluorometric
      assays and values converted to multiples of the median (MoM) for gestational age.
      Morphometric analysis was performed on placentas from pregnancies complicated by 
      PE (n = 13), gestational hypertension (HBP, n = 7) and FGR (defined as fetal
      weight <10th percentile with abnormal umbilical artery Doppler: n = 7); and 20
      uncomplicated pregnancies. Two pregnancies had both FGR and PE. Each placenta was
      weighed and random samples taken, and fixed in formalin within 1 h of delivery.
      Hematoxylin & Eosin stained slides were analyzed by design-based stereology to
      quantify linear dimensions, surface areas and volumes of placental components.
      Paired t-test and ANOVA with adjustments for multiple comparisons were used.
      RESULTS: The surface areas of terminal and intermediate villi as well as the
      volume of terminal villi were significantly smaller in placentas from pregnancies
      complicated by FGR and PE. Compared with the control group the mean PAPP-A (MoM) 
      was lower in the pregnancies with abnormal placenta morphometry (1.1 +/- 0.5
      versus 0.7 +/- 0.5, P = 0.03). The morphometric indices were lower in those
      pregnancies with low PAPP-A and IUGR compared with preeclampsia. CONCLUSION:
      First-trimester PAPP-A levels are associated with abnormal placental morphometry 
      at delivery in pregnancies with PE and IUGR. These findings may explain the
      association between adverse pregnancy outcomes and first-trimester PAPP-A.
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TI  - Prevention of serious respiratory syncytial virus-related illness. I: Disease
      pathogenesis and early attempts at prevention.
PG  - 91-109
AB  - Respiratory syncytial virus (RSV) was first described 160 years ago but was not
      officially recognized as a cause of serious illness in children until the late
      1950s. It has been estimated that virtually all children have had at least one
      RSV infection by their second birthday. RSV is responsible for annual disease
      outbreaks, usually during a defined winter seasonal period that can vary by
      community and year. RSV is recognized as the leading cause of hospitalization
      among young children worldwide. Infants of young chronologic age and children
      with predisposing factors, such as premature birth, pulmonary disease, or
      congenital heart disease, are most susceptible to serious illness. Unlike other
      viruses, immunity to RSV infection is incomplete and short lived, and reinfection
      is common throughout life. Initial attempts to develop a vaccine in the 1960s met
      with unexpected and tragic results; many children vaccinated with a
      formalin-inactivated wild-type virus developed serious pulmonary disease upon
      subsequent natural infection. Numerous other vaccine technologies have since been
      studied, including vectored approaches, virus-like particles, DNA vaccines, and
      live attenuated virus vaccine. As of early 2010, only two companies or
      institutions had RSV vaccine candidates in early clinical trials, and no vaccine 
      is likely to be licensed for marketing in the immediate future.
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TI  - miRNA expression profiling in formalin-fixed and paraffin-embedded placental
      tissue samples from pregnancies with severe preeclampsia.
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AB  - AIMS: Micro RNAs (miRNAs) are small, single-strand RNAs, playing an important
      role in post-transcriptional gene regulation. The placenta is considered to play 
      a key role in pathogenesis of preeclampsia. The purpose of this study was to
      demonstrate deregulation of miRNAs in placentas with preeclampsia using
      formalin-fixed and paraffin-embedded (FFPE) tissues. METHODS: Expression levels
      of 162 miRNAs were measured in FFPE placental tissues (5 with severe
      preeclampsia, 5 from a control group) using a quantitative qPCR based technique. 
      RESULTS: Six miRNAs were more than 2-fold over-expressed in severe preeclampsia: 
      let-7b, miRNA-302*, miRNA-104, miRNA-128a, miRNA-182* and miRNA-133b. Gene
      ontology analyses were performed using the algorithms "TargetScanS", "microRNA", 
      and "PicTar". CONCLUSIONS: Two of the up-regulated miRNAs (miRNA-182* and
      miRNA-133b) are putative regulators of the transcript variants 1 and 2 of the
      BCL2-like gene, which controls apoptosis. miRNA-182* is also a probable
      angiogenesis regulator via angiogenin and VEGF-B. Apoptosis and angiogenesis are 
      major mechanisms presumed to be involved in the pathogenesis of preeclampsia.
      Moreover, usability of qPCR technique based miRNA profiling for FFPE tissues was 
      proofed. Hence FFPE tissue is the most widely used material for retrospective
      clinical studies, this method has a great property for future investigations in
      placenta research.
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TI  - Search of somatic GATA4 and NKX2.5 gene mutations in sporadic septal heart
      defects.
PG  - 306-9
AB  - High prevalence of somatic mutations in the cardiac transcription factor genes
      NKX2.5 and GATA4 have been reported in the affected cardiovascular tissue of
      patients with isolated cardiac septal defects, suggesting a role of somatic
      mutations in the pathogenesis of these congenital heart defects (CHDs). However, 
      all somatic mutations have been identified in DNA extracted from an archive of
      formalin-fixed cardiac tissues. In the present study, to address the hypothesis
      that somatic mutations are important in isolated CHDs, we analyzed the GATA4 and 
      NKX2.5 genes in the fresh-frozen pathologic cardiac tissue specimen and
      corresponding non-diseased tissue obtained from a series of 62 CHD patients,
      including 35 patients with cardiac septal defects and 27 with other cardiac
      anomalies. We identified one variant and two common polymorphisms in the NKX2.5
      gene, and six variants and two common polymorphisms in the GATA4 gene. All
      identified variants were seen in both the fresh-frozen pathologic cardiac tissue 
      and the corresponding non-diseased tissue, which indicates that they all were
      constitutional variants. The present study has identified NKX2.5 and GATA4
      constitutional variants in our CHD cohort, but was unable to replicate the
      previously published findings of high prevalence of somatically derived sequence 
      mutations in patients with cardiac septal defects using fresh-frozen cardiac
      tissues rather than formalin-fixed tissues.
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TI  - Medulloblastoma: clinicopathological correlates of SHH, WNT, and non-SHH/WNT
      molecular subgroups.
PG  - 381-96
AB  - Medulloblastoma is heterogeneous, being characterized by molecular subgroups that
      demonstrate distinct gene expression profiles. Activation of the WNT or SHH
      signaling pathway characterizes two of these molecular subgroups, the former
      associated with low-risk disease and the latter potentially targeted by novel SHH
      pathway inhibitors. This manuscript reports the validation of a novel diagnostic 
      immunohistochemical method to distinguish SHH, WNT, and non-SHH/WNT tumors and
      details their associations with clinical, pathological and cytogenetic variables.
      A cohort (n = 235) of medulloblastomas from patients aged 0.4-52 years was
      studied for expression of four immunohistochemical markers: GAB1, beta-catenin,
      filamin A, and YAP1. Immunoreactivity (IR) for GAB1 characterizes only SHH tumors
      and nuclear IR for beta-catenin only WNT tumors. IRs for filamin A and YAP1
      identify SHH and WNT tumors. SHH, WNT, and non-SHH/WNT tumors contributed 31, 14,
      and 55% to the series. All desmoplastic/nodular (D/N) medulloblastomas were SHH
      tumors, while most WNT tumors (94%) had a classic phenotype. Monosomy 6 was
      strongly associated with WNT tumors, while PTCH1 loss occurred almost exclusively
      among SHH tumors. MYC or MYCN amplification and chromosome 17 imbalance occurred 
      predominantly among non-SHH/WNT tumors. Among patients aged 3-16 years and
      entered onto the SIOP PNET3 trial, outcome was significantly better for children 
      with WNT tumors, when compared to SHH or non-SHH/WNT tumors, which showed similar
      survival curves. However, high-risk factors (M+ disease, LC/A pathology, MYC
      amplification) significantly influenced survival in both SHH and non-SHH/WNT
      groups. We describe a robust method for detecting SHH, WNT, and non-SHH/WNT
      molecular subgroups in formalin-fixed medulloblastoma samples. In corroborating
      other studies that indicate the value of combining clinical, pathological, and
      molecular variables in therapeutic stratification schemes for medulloblastoma, we
      also provide the first outcome data based on a clinical trial cohort and novel
      data on how molecular subgroups are distributed across the range of disease.
AD  - Department of Pathology MS# 250, St. Jude Children's Research Hospital, 262 Danny
      Thomas Place, Memphis, TN 38105, USA. David.Ellison@stjude.org
FAU - Ellison, David W
AU  - Ellison DW
FAU - Dalton, James
AU  - Dalton J
FAU - Kocak, Mehmet
AU  - Kocak M
FAU - Nicholson, Sarah Leigh
AU  - Nicholson SL
FAU - Fraga, Charles
AU  - Fraga C
FAU - Neale, Geoff
AU  - Neale G
FAU - Kenney, Anna M
AU  - Kenney AM
FAU - Brat, Dan J
AU  - Brat DJ
FAU - Perry, Arie
AU  - Perry A
FAU - Yong, William H
AU  - Yong WH
FAU - Taylor, Roger E
AU  - Taylor RE
FAU - Bailey, Simon
AU  - Bailey S
FAU - Clifford, Steven C
AU  - Clifford SC
FAU - Gilbertson, Richard J
AU  - Gilbertson RJ
LA  - eng
GR  - P01 CA096832-08/CA/NCI NIH HHS/United States
GR  - R01 CA129541-04/CA/NCI NIH HHS/United States
GR  - R01 CA129541-05/CA/NCI NIH HHS/United States
PT  - Journal Article
PT  - Research Support, N.I.H., Extramural
PT  - Research Support, Non-U.S. Gov't
DEP - 20110126
PL  - Germany
TA  - Acta Neuropathol
JT  - Acta neuropathologica
JID - 0412041
RN  - 0 (Adaptor Proteins, Signal Transducing)
RN  - 0 (Contractile Proteins)
RN  - 0 (GAB1 protein, human)
RN  - 0 (Hedgehog Proteins)
RN  - 0 (Microfilament Proteins)
RN  - 0 (Phosphoproteins)
RN  - 0 (SHH protein, human)
RN  - 0 (Tumor Markers, Biological)
RN  - 0 (Wnt Proteins)
RN  - 0 (YAP1 protein, human)
RN  - 0 (beta Catenin)
RN  - 0 (filamins)
SB  - IM
MH  - Adaptor Proteins, Signal Transducing/metabolism
MH  - Adolescent
MH  - Adult
MH  - Cerebellar Neoplasms/*metabolism/*pathology
MH  - Child
MH  - Child, Preschool
MH  - Contractile Proteins/metabolism
MH  - Female
MH  - Gene Expression Regulation, Neoplastic/physiology
MH  - Hedgehog Proteins/*metabolism
MH  - Humans
MH  - Infant
MH  - Kaplan-Meier Estimate
MH  - Male
MH  - Medulloblastoma/*metabolism/*pathology
MH  - Microfilament Proteins/metabolism
MH  - Middle Aged
MH  - Phosphoproteins/metabolism
MH  - Retrospective Studies
MH  - Signal Transduction/physiology
MH  - Tumor Markers, Biological/metabolism
MH  - Wnt Proteins/*metabolism
MH  - Young Adult
MH  - beta Catenin/metabolism
EDAT- 2011/01/27 06:00
MHDA- 2011/06/15 06:00
CRDT- 2011/01/27 06:00
PHST- 2010/12/18 [received]
PHST- 2011/01/13 [accepted]
PHST- 2011/01/12 [revised]
PHST- 2011/01/26 [aheadofprint]
AID - 10.1007/s00401-011-0800-8 [doi]
PST - ppublish
SO  - Acta Neuropathol. 2011 Mar;121(3):381-96. Epub 2011 Jan 26.

PMID- 21216534
OWN - NLM
STAT- MEDLINE
DA  - 20110418
DCOM- 20110802
IS  - 1873-2550 (Electronic)
IS  - 0304-4017 (Linking)
VI  - 177
IP  - 3-4
DP  - 2011 May 11
TI  - Detection of Toxoplasma gondii DNA in the milk of naturally infected ewes.
PG  - 256-61
AB  - Toxoplasmosis is the major parasitic disease affecting sheep. It is important for
      veterinary medicine, animal science and public health since it causes
      reproductive and economic losses in the herd, as well as damaging human health
      due to consumption of contaminated meat and milk, which can facilitate zoonotic
      transmission. Detection of Toxoplasma gondii in ovine milk and lack of data in
      the literature describing differentiation between acute and chronic disease for
      this species stimulated the elaboration of the present research project. To
      achieve the aim of this study, the animals were allocated to two groups of 20
      ewes each, of which group 1 was composed of animals with positive serology and
      group 2 with negative serology. Acute and chronic stages of the disease were
      differentiated by modified direct agglutination test (MAT), in which antigens
      were fixed with formalin (MAT-AF) and methanol (MAT-AM). The parasite was
      detected in milk by polymerase chain reaction (PCR), and the molecular identity
      of the amplified products was confirmed by sequencing. The serological results
      indicated that sheep had a chronic infection profile. T. gondii DNA was detected 
      in seven milk samples from five seropositive sheep, and twice in milk of two
      sheep. Sequences of species shared 97-100% identity with T. gondii. These
      findings allowed the hypothesis that the peripartum period may also lead to the
      resurgence of tissue T. gondii tachyzoites cysts which can circulate again and be
      excreted in the milk. This study used sheep naturally infected with T. gondii as 
      a prerequisite for further investigations on the possible participation of this
      species in toxoplasmosis epidemiology and as a potential transmission route
      related to consumption of milk from infected sheep.
CI  - Copyright (c) 2010 Elsevier B.V. All rights reserved.
AD  - School of Veterinary Medicine and Animal Science (FMVZ), Sao Paulo State
      University (UNESP), Botucatu Campus, Botucatu, Sao Paulo State, Brazil.
FAU - Camossi, L G
AU  - Camossi LG
FAU - Greca-Junior, H
AU  - Greca-Junior H
FAU - Correa, A P F L
AU  - Correa AP
FAU - Richini-Pereira, V B
AU  - Richini-Pereira VB
FAU - Silva, R C
AU  - Silva RC
FAU - Da Silva, A V
AU  - Da Silva AV
FAU - Langoni, H
AU  - Langoni H
LA  - eng
PT  - Journal Article
PT  - Research Support, Non-U.S. Gov't
DEP - 20101215
PL  - Netherlands
TA  - Vet Parasitol
JT  - Veterinary parasitology
JID - 7602745
RN  - 0 (Antibodies, Protozoan)
RN  - 0 (DNA, Protozoan)
SB  - IM
MH  - Agglutination Tests/veterinary
MH  - Animals
MH  - Antibodies, Protozoan/blood
MH  - Brazil/epidemiology
MH  - DNA, Protozoan/*analysis/chemistry/genetics
MH  - Female
MH  - Milk/*parasitology
MH  - Polymerase Chain Reaction/veterinary
MH  - Seroepidemiologic Studies
MH  - Sheep
MH  - Sheep Diseases/epidemiology/immunology/*parasitology
MH  - Toxoplasma/*genetics
MH  - Toxoplasmosis, Animal/blood/epidemiology/immunology/*parasitology
MH  - Zoonoses/epidemiology/*parasitology/transmission
EDAT- 2011/01/11 06:00
MHDA- 2011/08/04 06:00
CRDT- 2011/01/11 06:00
PHST- 2010/05/04 [received]
PHST- 2010/11/29 [revised]
PHST- 2010/12/07 [accepted]
PHST- 2010/12/15 [aheadofprint]
AID - S0304-4017(10)00714-4 [pii]
AID - 10.1016/j.vetpar.2010.12.007 [doi]
PST - ppublish
SO  - Vet Parasitol. 2011 May 11;177(3-4):256-61. Epub 2010 Dec 15.

PMID- 21168891
OWN - NLM
STAT- MEDLINE
DA  - 20110121
DCOM- 20110505
IS  - 1878-3503 (Electronic)
IS  - 0035-9203 (Linking)
VI  - 105
IP  - 2
DP  - 2011 Feb
TI  - Burkitt's lymphoma: maximising the use of fine needle aspirates by long-term
      preservation for diagnosis and research.
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AB  - Fine needle aspirates from Burkitt's lymphoma and other tumours transferred
      directly into ThinPrep(R) PreservCyt(R) (Cytyc UK Ltd, Crawley, UK) buffered
      alcohol fixative retain their cellular and viral antigens and nucleic acids for
      many months at ambient temperatures. Despite the presence of blood and debris,
      cells dried onto slides from droplets and post-fixed in formalin, or sections of 
      paraffin-embedded cell blocks from formalin post-fixed pellets, prove adequate
      for morphology, immunocytochemistry, in-situ hybridization and molecular
      biological analyses. Where there is lack of expertise in making thin smears or
      hospitals lack pathology laboratories and services, PreservCyt(R) provides an
      excellent medium for transport elsewhere for diagnosis and research.
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TI  - Hypoxia-inducible factor-1 alpha, in association with TWIST2 and SNIP1, is a
      critical prognostic factor in patients with tongue squamous cell carcinoma.
PG  - 92-7
AB  - It has become apparent that hypoxia and hypoxia-inducible factor-1 (HIF-1)
      activation have the potential of modulating the activity of major
      epithelial-mesenchymal transition (EMT)-triggering pathways by regulating the
      expression and activity levels of major transcriptional repressors. The aim of
      our study was to elucidate the role of HIF-1alpha and HIF-2alpha, and EMT
      regulators TWIST2 and SMAD nuclear interacting protein-1 (SNIP1) in tongue
      squamous cell carcinoma (TSCC). A retrospective analysis of 89 patients with TSCC
      from Department of Oral and Maxillofacial Surgery, West China Hospital of
      Stomatology, Sichuan University between 2002 and 2005 was performed using
      immunohistochemistry in paraffin-embedded and formalin-fixed tissues to analyze
      HIF-1alpha, HIF-2alpha, TWIST2 and SNIP1 expression. The association between
      HIF-1alpha, HIF-2alpha, TWIST2 and SNIP1 expression and patient survivals was
      investigated. Our results showed that overexpression of HIF-1alpha, HIF-2alpha,
      TWIST2 and SNIP1 were shown in 49.44% (44/89), 55.06% (49/89), 44.94% (40/89) and
      34.83% (31/89) of TSCC, respectively. Overexpression of HIF-1alpha, TWIST2 and
      SNIP1 in TSCC was associated with a shorter disease-free survival (P=0.003,
      P=0.001, P=0.040, respectively), and HIF-2alpha had no significant association
      with either overall survival (P=0.195) or disease-free survival (P=0.356).
      Co-expression of more than two markers of HIF-1alpha, TWIST2 and SNIP1 was an
      independent prognostic indicator for both overall survival and disease-free
      survival by multivariate Cox proportional hazards model. It is proposed that
      co-expression of more than two markers from HIF-1alpha, TWIST2 and SNIP1 might be
      a significant prognostic predictor in patients with TSCC.
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TI  - Study of viral infections in infants with biliary atresia.
PG  - 478-81
AB  - Viral infections may have an important role in the pathogenesis of biliary
      atresia, and related clinical outcomes. In this research for determination of the
      possible role of HBV, HCV, HCMV, adenovirus, and BK virus infections in biliary
      atresia related clinical complications, the molecular and antigenic prevalence of
      these viral agents were studied. In this retrospective study, 34 formalin fixed
      paraffin embedded (FFPE) biopsy and autopsy liver tissue samples of neonates with
      biliary atresia were evaluated. The molecular prevalence of these viral
      infections was assayed by different PCR and RT-PCR methods. The antigenic
      prevalence of HBV, HCV, and HCMV infections was also studied in these liver
      tissue samples by immunohistochemistry (IHC) method. HBV, HCV, and adenovirus
      genomes were detected in 9%, 6%, and 6% of liver autopsy and biopsy tissues of
      infants with biliary atresia, respectively. HBV and HCV co-infection was
      confirmed in 6% of FFPE samples. The genome of other investigated viruses was not
      detected in FFPE liver tissues. Detection of viral infection in FFPE liver tissue
      samples of newborns with biliary atresia, suggests the need for complete studies 
      for the determination of accurate role of these viral infections in pathogenesis 
      of biliary atresia.
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TI  - Homozygous loss of ADAM3A revealed by genome-wide analysis of pediatric
      high-grade glioma and diffuse intrinsic pontine gliomas.
PG  - 212-22
AB  - Overall, pediatric high-grade glioma (pHGG) has a poor prognosis, in part due to 
      the lack of understanding of the underlying biology. High-resolution 244 K oligo 
      array comparative genomic hybridization (CGH) was used to analyze DNA from 38
      formalin-fixed paraffin-embedded predominantly pretreatment pHGG samples,
      including 13 diffuse intrinsic pontine gliomas (DIPGs). The patterns of gains and
      losses were distinct from those seen in HGG arising in adults. In particular, we 
      found 1q gain in up to 27% of our cohort compared with 9% reported in adults. A
      total of 13% had a balanced genetic profile with no large-scale copy number
      alterations. Homozygous loss at 8p12 was seen in 6 of 38 (16%) cases of pHGG.
      This novel deletion, which includes the ADAM3A gene, was confirmed by
      quantitative real-time PCR (qPCR). Loss of CDKN2A/CDKN2B in 4 of 38 (10%) samples
      by oligo array CGH was confirmed by fluorescent in situ hybridization on tissue
      microarrays and was restricted to supratentorial tumors. Only approximately 50%
      of supratentorial tumors were positive for CDKN2B expression by
      immunohistochemistry (IHC), while approximately 75% of infratentorial tumors were
      positive for CDKN2B expression (P = 0.03). Amplification of the 4q11-13 region
      was detected in 8% of cases and included PDGFRA and KIT, and subsequent qPCR
      analysis was consistent with the amplification of PDGFRA. MYCN amplification was 
      seen in 5% of samples being significantly associated with anaplastic astrocytomas
      (P= 0.03). Overall, DIPG shared similar spectrum of changes to supratentorial HGG
      with some notable differences, including high-frequency loss of 17p and 14q and
      lack of CDKN2A/CDKN2B deletion. Informative genetic data providing insight into
      the underlying biology and potential therapeutic possibilities can be generated
      from archival tissue and typically small biopsies from DIPG. Our findings
      highlight the importance of obtaining pretreatment samples.
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TI  - Immunopathological characterization of porcine circovirus type 2
      infection-associated follicular changes in inguinal lymph nodes using
      high-throughput tissue microarray.
PG  - 72-84
AB  - The immunopathogenesis of porcine circovirus type 2 (PCV2) infection in
      conventional pigs is complicated by various environmental factors and individual 
      variation and is difficult to be completely reproduced experimentally. In the
      present field-based study, a tissue microarray (TMA) consisting of a series of
      lymphoid follicles having different PCV2-loads was constructed using
      formalin-fixed and paraffin-embedded superficial inguinal lymph nodes (LNs) from 
      102 pigs. Using the TMA, a wide range of parameters, including co-infected viral 
      pathogens, immune cell subsets, and cell apoptosis/proliferation activity by
      immunohistochemical (IHC) staining or in situ hybridization (ISH) were measured, 
      characterized, and compared. The signal location and area extent of each
      parameter were interpreted by pathologists, semi-quantified by automated image
      analysis software, and analyzed statistically. The results herein demonstrated a 
      significant negative correlation between PCV2 and CD79a (p<0.001) and a
      significant positive correlation between PCV2 and lysozyme (p<0.001) or TUNEL
      (p<0.001) using Pearson correlation analysis. The amount of porcine respiratory
      and reproductive syndrome virus (PRRSV) and porcine parvovirus antigens did not
      correlate with the tissue loads of PCV2 nucleic acid. Multiple regression
      analysis further predicted that PCV2 contributed major effects on CD79a,
      lysozyme, and TUNEL but PRRSV showed relatively less effects on these parameters.
      In addition, the total signal intensity of Ki67 (index of cell proliferation
      activity) did not change significantly among cases with different PCV2 loads;
      however, as the loading of PCV2 nucleic acid increased, the main contribution of 
      Ki67 signal gradually shifted from B cells in the germinal center to T cells and 
      macrophages in the interfollicular regions. In the present study, the use of TMA 
      to establish a mathematical model with a wider range of statistical analysis can 
      bring us a step forward to understand the immunopathogenesis of PCV2
      infection-associated follicular changes in LNs.
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TI  - Expression of eNOS in the lungs of neonates with pulmonary hypertension.
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AB  - BACKGROUND: Neonatal hypoxemic respiratory failure (NHRF) is usually associated
      with reversible persistent pulmonary hypertension (PPHN). Congenital
      diaphragmatic hernia (CDH), a cause of refractory NHRF, is associated with
      irreversible pulmonary hypertension. Nitric oxide (NO) generated in the pulmonary
      vascular endothelium by endothelial nitric oxide synthase (eNOS) plays a pivotal 
      role in perinatal circulatory adaptation. OBJECTIVE: To compare the expression of
      eNOS using IHC in postmortem lung tissue from newborns diagnosed clinically with 
      PPHN and CDH. DESIGN/METHODS: Formalin-fixed lung tissue from infants who died
      following treatment for PPHN (n=12) or CDH (n=8) and age and gender matched
      controls who died from non-respiratory causes (Control, n=14) was evaluated for
      expression and staining intensity (1-4 scale) of eNOS using IHC. RESULTS: Mean
      gestational and postnatal age was comparable across groups. Histological evidence
      of chronic lung disease, pulmonary hypoplasia and pulmonary hypertension were
      seen more frequently in CDH compared to PPHN and control infants. eNOS expression
      was increased in arteriolar media of PPHN infants compared to Controls (p=0.027).
      CDH infants had increased intensity of staining for eNOS in the arteriolar
      endothelium (p=0.022) compared to control and PPHN infants and in the alveolar
      lining (p=0.002) compared to Controls. CONCLUSIONS: Upregulation of eNOS was seen
      both in infants with CDH and PPHN but was more marked in infants with CDH. These 
      findings may have implications for understanding disease pathophysiology in cases
      with fatal outcome and development of novel therapies for neonatal pulmonary
      hypertension.
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TI  - Low prevalence of HPV in Brazilian children with retinoblastoma.
PG  - 115-8
AB  - Retinoblastoma is the most frequent intra-ocular malignant tumor of the
      childhood, occurring in 1 of 18,000-30,000 live births. Little is known about the
      causes of sporadic retinoblastoma and only a few authors have investigated the
      etiologic role of human papillomavirus (HPV), with controversial results.
      Formalin-fixed, paraffin-embedded tissue blocks containing retinoblastoma were
      retrieved from the archives of the Department of Pathology at Hospital A C
      Camargo, Sao Paulo, Brazil. All patients were treated with enucleation (21
      children had both eyes enucleated). Retinoblastoma and, when possible, normal
      retina of each specimen, were micro-dissected under direct light microscopic
      visualization by using a PixCell II Laser Capture Micro-dissection System. The
      DNA quality was evaluated by polymerase chain reaction (PCR) amplification of 110
      base pairs fragment of the human beta-globin gene using primers PCO3+/PCO4+. All 
      globin positive specimens were analyzed by PCR for the presence of HPV DNA using 
      consensus primers GP5+/GP6+. A total of 154 specimens were evaluated. Forty-four 
      patients also had normal retinal specimens available for analysis of DNA HPV. The
      DNA HPV prevalence among all tumor specimens was 4.6% (95% CI 2.0; 8.8) (7
      positive specimens/153 adequate specimens). Among normal retinal specimens, the
      DNA HPV prevalence was 9.1% (95% CI 2.9; 20.5) (4 positive specimens/44
      specimens). There was no statistically significant difference between these rates
      (P = 0.318). Excluding any experimental failure, our results indicate a low
      prevalence of HPV DNA in retinoblastomas. We were therefore unable to conclude
      about the association between these oncogenic viruses and this rare pediatric
      neoplasm.
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TI  - HsMAD2 mRNA expression may be a predictor of sensitivity to paclitaxel and
      survival in neuroblastoma.
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AB  - PURPOSE: We investigated the associations between hsMAD2 mRNA expression in tumor
      cells and sensitivity to paclitaxel or patient prognosis in neuroblastoma.
      METHODS: Fifty-one formalin-fixed paraffin-embedded tumor samples were manually
      microdissected to collect tumor cells, and RNA was purified. Nineteen clinical
      samples of advanced neuroblastoma showed appropriate quality of the isolated RNA 
      for real-time reverse transcription-polymerase chain reaction (RT-PCR) analyses. 
      The hsMAD2 expression levels were determined by real-time RT-PCR in 4
      neuroblastoma cell lines and 19 clinical samples. The sensitivity to paclitaxel
      was assessed by WST-8 colorimetric assays and flow cytometry. HsMAD2 expression
      of the clinical samples was investigated for its association with prognosis in
      advanced neuroblastoma patients. RESULTS: There was a significant positive
      correlation between hsMAD2 mRNA expression and the sensitivity to paclitaxel in
      four neuroblastoma cell lines. High hsMAD2 expression may be correlated with
      paclitaxel-induced apoptosis. Kaplan-Meier survival curves were stratified by
      hsMAD2 expression using the median value as a cut-off point and analyzed for
      prognostic significance by the log-rank test (P = 0.0467). Furthermore,
      multivariate survival analysis revealed that only hsMAD2 expression had a
      significant impact on the overall survival rate. CONCLUSIONS: Our results may
      warrant clinical application of paclitaxel in neuroblastoma treatment for poor
      prognosis patients.
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TI  - BK virus sequences in specimens from aborted fetuses.
PG  - 2127-32
AB  - Given the conflicting results of the few published studies, the aim of this
      retrospective molecular-based study of 10 aborted fetuses that underwent complete
      autopsy and 10 placentas was carried out to determine whether BK polyomavirus
      (BKV) can be transmitted transplacentally. The interruption of pregnancy was due 
      to a miscarriage (five cases) or a prenatal diagnosis of severe intrauterine
      malformations (five cases). Samples from the brain, heart, lung, thymus, liver,
      and kidney were taken from each fetus, and two samples were obtained from all of 
      the placentas. The presence of BKV was investigated by means of PCR using primers
      specific for the transcription control region (TCR) and viral capsidic protein 1 
      (VP1) and DNA extracted from formalin-fixed, paraffin-embedded tissue. BKV genome
      was detected in 22 of 60 samples (36.6%) from seven fetuses (70%), regardless of 
      the cause of abortion: VP1 was amplified in 12 samples (54%), TCR in seven (32%),
      and both in three (14%). VP1 was also detected in one placental sample. BKV
      sequences were most frequently detected in heart and lung (five cases), but
      sequence analyses of TCR and VP1 revealed a high degree of genomic variability
      among the samples taken from different organs and the placenta. These results
      indicate that BKV can cross the placenta during pregnancy and become latent in
      fetal organs other than the kidney and brain (previously considered the main
      targets of BKV latency). This may happen in early pregnancy and does not seem to 
      be associated with an increased risk of abortion.
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TI  - Apoptosis is increased and cell proliferation is decreased in out-of-phase
      endometria from infertile and recurrent abortion patients.
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AB  - BACKGROUND: Various endometrial abnormalities have been associated with luteal
      phase deficiency: a significant dyssynchrony in the maturation of the glandular
      epithelium and the stroma and a prevalence of out-of-phase endometrial biopsy
      specimens. Out-of phase endometrium is a controversial disorder related to failed
      implantation, infertility and early pregnancy loss. Given that the regulation of 
      the apoptotic process in endometrium of luteal phase deficiency is still unknown,
      the aim of this study was to evaluate cell proliferation, apoptosis and the
      levels of the main effector caspase, caspase-3 in the luteal in-phase and
      out-of-phase endometrium. METHODS: Thirty-seven endometrial samples from sterile 
      or recurrent abortion patients were included in this study: 21 in-phase samples
      (controls) and 16 samples with out-of-phase endometrium. Biopsy specimens of
      eutopic endometrium were obtained from all subjects during days 21-25 of the
      menstrual cycle. The endometrium with endometrial maturity of cycle day 25 or
      less at the time of menstruation was considered out-of phase. Endometrial tissues
      were fixed in 10% buffered formaldehyde. For apoptosis quantification, sections
      were processed for in situ immunohistochemical localization of nuclei exhibiting 
      DNA fragmentation, by the terminal deoxynucleotidyl transferase (TdT)-mediated
      dUTP digoxygenin nick-end labeling (TUNEL) technique. Expressions of
      Proliferating Cell Nuclear Antigen (PCNA) as a marker of cell proliferation, and 
      of cleaved caspase-3 as a marker of apoptosis, were assessed by
      immunohistochemistry in the luteal in-phase and out-of-phase endometrium from
      infertile and recurrent abortion patients. RESULTS: Luteal out-of-phase
      endometrium had increased apoptosis levels compared to in-phase endometrium (p < 
      0.05). Caspase-3 evaluation confirmed these results: the luteal out-of-phase
      endometrium showed augmented cleaved caspase-3 expression (p < 0.005). As well,
      our data demonstrated that the luteal out-of-phase endometrium expresses
      decreased PCNA levels (p < 0.05), showing that cell proliferation is diminished
      in this tissue. CONCLUSIONS: this study represents the first report describing
      variations at the cell proliferation and cell death levels in the out-of-phase
      endometrium in comparison with in-phase endometrium from infertile and recurrent 
      abortion patients. Further studies are needed to elucidate a potential role of
      these alterations in the physiopathology of luteal phase deficiency.
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TI  - [A retrospective evaluation of the prevalence of intestinal parasites in
      Istanbul, Turkey].
PG  - 166-71
AB  - The aim of this study is to estimate the prevalence of intestinal parasites, in
      comparison to previous studies in Istanbul and different geographic regions of
      Turkey. Between January 1999-December 2009, a total of 27664 stool samples from
      patients with suspicious intestinal parasitic infections who were admitted to
      Istanbul University Cerrahpasa Medical School Hospital were examined for
      intestinal parasites by using native lugol and formalin-ethyl acetate
      concentration technique, in adition to the scotch cellophane tape that was
      adapted to 1423 children to investigate the Enterobius vermicularis infection.
      Intestinal parasites were found in 1114 (4%) out of 27664 stool samples examined.
      The prevalence of intestinal parasites is as follows: Blastocystis hominis in
      2.1%, Giardia intestinalis in 1.4%, Taenia saginata in 0.2%, Entamoeba
      histolytica/dispar in 0.05% and Ascaris lumbricoides in 0.03%. Hymenolepis nana
      (6), Trichuris trichiura (3), Strongyloides stercoralis (2), Fasciola hepatica
      (1), Dicrocoelium dendriticum (1) and Isospora belli (1) were found in small
      numbers. Furthermore Entamoeba coli (119), Iodamoeba butschlii (5), Trichomonas
      hominis (2), Chilomastix mesnili (1), parasites which exist as commensals in the 
      intestines were also determined. Enterobius vermicularis was detected in 129 (9%)
      out of 1423 cellophane tape samples. This study showed that the intestinal
      parasites are still an important public health problem in Istanbul.
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TI  - A novel histological grading scheme for placental malaria applied in areas of
      high and low malaria transmission.
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AB  - BACKGROUND: Plasmodium falciparum-infected erythrocytes sequester in the placenta
      and elicit an inflammatory response that is harmful to both fetus and mother.
      Histologic measurements during placental malaria might provide surrogate end
      points for interventional trials, but existing histologic schemes capture limited
      complexity and are not consistently used among study sites. METHODS: Using
      frozen-section histologic evaluation in Tanzania (high-transmission area), we
      established a novel grading scheme to separately quantify inflammation and
      pigment deposition during placental malaria (n = 102). To generalize this method,
      formalin-fixed, paraffin-embedded placental samples from Karen women in Thailand 
      (low-transmission area) were selected from among women with documented antenatal 
      parasitemia who were near term (n = 18). RESULTS: In the Tanzanian cohort, the
      inflammation and pigment-deposition scores were independently associated with
      birth weight, and the inflammation score was associated with chemokine levels. In
      the smaller cohort from Thailand, both inflammation and pigment scores were
      associated with birth weight, and the pigment score had an inverse trend with the
      number of antenatal clinic visits. CONCLUSIONS: This semiquantitative
      pathological grading scheme is simple to implement and captures information that 
      is associated with outcomes in Asia and Africa; therefore, it should facilitate
      the comparison and standardization of results among clinical trials across areas 
      of differing endemicity.
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AB  - Executive Summary: Introduction: Formaldehyde is a high-production-volume
      chemical with a wide array of uses. The predominant use of formaldehyde in the
      United States is in the production of industrial resins (mainly
      urea-formaldehyde, phenol-formaldehyde, polyacetal, and melamine-formaldehyde
      resins) that are used to manufacture products such as adhesives and binders for
      wood products, pulp and paper products, plastics, and synthetic fibers, and in
      textile finishing. Formaldehyde is also used as a chemical intermediate. Resin
      production and use as a chemical intermediate together account for over 80% of
      its use. Other, smaller uses of formaldehyde that may be important for potential 
      human exposure include use in agriculture, medical use as a disinfectant and
      preservative (for pathology, histology, and embalming), and use in numerous
      consumer products as a biocide and preservative. Formaldehyde (gas) is listed in 
      the Eleventh Report on Carcinogens (RoC) as reasonably anticipated to be a human 
      carcinogen based on limited evidence of carcinogenicity in humans and sufficient 
      evidence of carcinogenicity in laboratory animals (NTP 2005a); it was first
      listed in the 2nd RoC (NTP 1981). Formaldehyde (all physical forms) was nominated
      by NIEHS for possible reclassification in the 12th RoC based on the 2004 review
      by the International Agency for Research on Cancer (IARC 2006), which concluded
      that there was sufficient evidence for the carcinogenicity of formaldehyde in
      humans. Human Exposure: Formaldehyde has numerous industrial and commercial uses 
      and is produced in very large amounts (billions of pounds per year in the United 
      States) by catalytic oxidation of methanol. Its predominant use, accounting for
      roughly 55% of consumption, is in the production of industrial resins, which are 
      used in the production of numerous commercial products. Formaldehyde is used in
      industrial processes primarily as a solution (formalin) or solid
      (paraformaldehyde or trioxane), but exposure is frequently to formaldehyde gas,
      which is released during many of the processes. Formaldehyde gas is also created 
      from the combustion of organic material and can be produced secondarily in air
      from photochemical reactions involving virtually all classes of hydrocarbon
      pollutants. In some instances, secondary production may exceed direct air
      emissions. Formaldehyde is also produced endogenously in humans and animals.
      Formaldehyde is a simple, one-carbon molecule that is rapidly metabolized, is
      endogenously produced, and is also formed through the metabolism of many
      xenobiotic agents. Because of these issues, typical biological indices of
      exposure, such as levels of formaldehyde or its metabolites in blood or urine,
      have proven to be ineffective measures of exposure. Formaldehyde can bind
      covalently to single-stranded DNA and protein to form crosslinks, or with human
      serum albumin or the N-terminal valine of hemoglobin to form molecular adducts,
      and these reaction products of formaldehyde might serve as biomarkers for
      exposure to formaldehyde. Occupational exposure to formaldehyde is highly
      variable and can occur in numerous industries, including the manufacture of
      formaldehyde and formaldehyde-based resins, wood-composite and furniture
      production, plastics production, histology and pathology, embalming and biology
      laboratories, foundries, fiberglass production, construction, agriculture, and
      firefighting, among others. In fact, because formaldehyde is ubiquitous, it has
      been suggested that occupational exposure to formaldehyde occurs in all work
      places. Formaldehyde is also ubiquitous in the environment and has been detected 
      in indoor and outdoor air; in treated drinking water, bottled drinking water,
      surface water, and groundwater; on land and in the soil; and in numerous types of
      food. The primary source of exposure is from inhalation of formaldehyde gas in
      indoor settings (both residential and occupational); however, formaldehyde also
      may adsorb to respirable particles, providing a source of additional exposure.
      Major sources of formaldehyde exposure for the general public have included
      combustion sources (both indoor and outdoor sources including industrial and
      automobile emissions, home cooking and heating, and cigarette smoke), off-gassing
      from numerous construction and home furnishing products, and off-gassing from
      numerous consumer goods. Ingestion of food and water can also be a significant
      source of exposure to formaldehyde. Numerous agencies, including the Department
      of Homeland Security, CPSC, DOT, EPA, FDA, HUD, the Mine Safety and Health
      Administration, OSHA, ACGIH, and NIOSH, have developed regulations and guidelines
      to reduce exposure to formaldehyde. Human Cancer Studies: A large number of
      epidemiological studies have evaluated the relationship between formaldehyde
      exposure and carcinogenicity in humans. The studies fall into the following main 
      groups: (1) historical cohort studies and nested case-control studies of workers 
      in a variety of industries that manufacture or use formaldehyde, including the
      chemical, plastics, fiberglass, resins, and woodworking industries, as well as
      construction, garment, iron foundry, and tannery workers; (2) historical cohort
      studies and nested case-control studies of health professionals, including
      physicians, pathologists, anatomists, embalmers, and funeral directors; (3)
      population-based cohort or cancer registry studies; and (4) population-based or
      occupationally based case-control incidence or mortality studies of specific
      cancer endpoints. In addition, several studies have re-analyzed data from
      specific cohort or case-control studies or have conducted pooled analyses or
      meta-analyses for specific cancer endpoints. The largest study available to date 
      is the cohort mortality study of combined mixed industries conducted by the
      National Cancer Institute (NCI). This cohort includes 25,691 male and female
      workers, enrolled from 10 different formaldehyde-producing or -using plants,
      employed before 1966 and followed most recently to 1994 and 2004, most of whom
      were exposed to formaldehyde (Hauptmann et al. 2003, 2004 and Beane Freeman et
      al. 2009). Quantitative exposure data were used to construct job-exposure
      matrices for individual workers, some of whom experienced peak exposures to
      formaldehyde >/= 4 ppm. This cohort is the only study in which exposure-response 
      relationships between peak, average, cumulative, and duration of exposure and
      mortality for multiple cancer sites were investigated. Two other large cohort
      studies are available: (1) a large multi-plant cohort study (N = 14,014) of
      workers in six chemical manufacturing plants in the United Kingdom (Coggon et al.
      2003), which calculated SMRs among ever-exposed and highly exposed workers for
      formaldehyde, and (2) a NIOSH cohort of garment workers (N = 11,039) (Pinkerton
      et al. 2004) which evaluated mortality for duration of exposure, time since first
      exposure, and year of first exposure to formaldehyde for selected cancer sites.
      The other cohort studies (for both industrial and health professional workers)
      were smaller, and in general only reported mortality or incidence for
      ever-exposed workers in external (SMR or PMR) analyses, although some of the
      studies of health professional workers attempted indirect measures of exposure
      (such as length in a professional membership) as a proxy for exposure duration.
      Several of the nested case-control studies attempted to evaluate
      exposure-response relationships, but were limited by small numbers of exposed
      cases, and many of the population-based case-control studies lacked quantitative 
      data or sufficient numbers of cases to evaluate exposure-response relationships. 
      However, the nested case-control study of lymphohematopoietic, nasopharyngeal,
      and brain cancers among U.S. embalmers and funeral directors by Hauptmann et al. 
      (2009) had large numbers of exposed cases of lymphohematopoietic cancer and used 
      both questionnaire- and experimental model-based exposure metrics of exposure,
      including average, cumulative, peak, and duration of exposure, and number of
      embalmings. [Since most of the cohorts have relatively low statistical power to
      evaluate rare cancers such as sinonasal and nasopharyngeal cancers, case-control 
      studies are generally more informative for these outcomes.] Findings across
      studies for cancer sites that have been the principal focus of investigation are 
      summarized below. Sinonasal cancers: In cohort studies, increased risks of
      sinonasal cancers were observed among male (SPIR = 2.3, 95% CI = 1.3 to 4.0, 13
      exposed cases) and female (SPIR = 2.4, 95% CI = 0.6 to 6.0, 4 exposed cases)
      Danish workers exposed to formaldehyde (Hansen and Olsen 1995, 1996) and among
      formaldehyde-exposed workers in the NCI cohort (SMR = 1.19, 95% CI = 0.38 to
      3.68, 3 deaths) (Hauptmann et al. 2004). One death from squamous-cell sinonasal
      cancer was reported in the study of tannery workers among formaldehyde-exposed
      workers by Stern et al. (1987). No increase in risk was found among
      formaldehyde-exposed workers in the other large cohort studies (Coggon et al.
      2003, Pinkerton et al. 2004). The smaller cohort studies did not report findings 
      or did not observe any deaths for this specific endpoint. [Sinonasal cancers are 
      rare, and even the larger cohort studies have insufficient numbers of exposed
      workers and expected deaths (e.g., approximately three in the NCI cohort) to be
      very informative.] Of the six case-control studies reviewed, four (Olsen et al.
      1984 and Olsen and Asnaes 1986; Hayes et al. 1986; Roush et al. 1987; and Luce et
      al. 1993) reported an association between sinonasal cancers and formaldehyde
      exposure; statistically significant risks were found in three studies among
      individuals ever exposed to formaldehyde or with higher probabilities or levels
      of exposure (Olsen et al. 1994 and Olsen and Asnaes 1986; Hayes et al. 1986; and 
      Luce et al. 1993). All of these studies found elevated risks among individuals
      with low or no exposure to wood dust or after adjusting for exposure to wood
      dust. Stronger associations were found for adenocarcinoma, with higher risks for 
      this endpoint observed among individuals with higher average and cumulative
      exposure, duration of exposure, and earlier dates of first exposure (Luce et al. 
      1993). A pooled analysis of 12 case-control studies of sinonasal cancer from
      seven countries (Luce et al. 2002) found statistically significant increases in
      adenocarcinoma among subjects in the highest exposure groups (OR = 3.0, 95% CI = 
      1.5 to 5.7, 91 exposed cases for men, adjusted for wood dust exposure; and OR =
      6.2, 95% CI = 2.0 to 19.7, 5 exposed cases for women, unadjusted for wood dust
      exposure). For squamous-cell carcinoma, the corresponding ORs were 1.2 (95% CI = 
      0.8 to 1.8, 30 exposed cases) for men and 1.5 (95% CI = 0.6 to 3.8, 6 exposed
      cases) for women; neither OR was adjusted for wood dust exposure. A statistically
      significant increase in risk for sinonasal cancers (mRR = 1.8, 95% CI = 1.4 to
      2.3, 933 deaths) was found in a meta-analysis of 11 case-control studies by
      Collins et al. (1997); however, no increase in risks was found in meta-analyses
      of three cohort studies by Collins et al. (1987) or in eight industrial cohort
      studies by Bosetti et al. (2008). Nasopharyngeal cancers: Similar to sinonasal
      cancers, nasopharyngeal cancers are rare [and most of the risk estimates reported
      in the cohort studies are based on small numbers of expected cases or deaths].
      Among cohort studies, a statistically significant increase in mortality from
      nasopharyngeal cancer was observed in the large NCI cohort (SMR = 2.10, 95% CI = 
      1.05 to 4.21, 8 deaths) (Hauptmann et al. 2004), and statistically nonsignificant
      elevated risks were observed among white embalmers from the United States (PMR = 
      1.89, 95% CI = 0.39 to 5.48, 3 deaths) (Hayes et al. 1990) and among male Danish 
      workers exposed to formaldehyde (SPIR = 1.3, 95% CI = 0.3 to 3.2, 4 cases)
      (Hansen and Olsen 1995, 1996). One incident case of nasopharyngeal cancer was
      reported among Swedish workers in the abrasive materials industry (expected
      deaths not reported, but only 506 workers were potentially exposed) (Edling et
      al. 1987b). No associations between formaldehyde exposure and nasopharyngeal
      cancer were found in the other two large cohorts: one death was observed (vs. 2
      expected) in the British chemical workers cohort (Coggon et al. 2003) and no
      deaths were observed (vs. 0.96 expected) in the NIOSH cohort (Pinkerton et al.
      2004). The other, smaller, cohort studies did not report findings or did not
      observe any deaths for nasopharyngeal cancer. Exposure-response relationships
      between formaldehyde exposure and nasopharyngeal cancer were evaluated in the
      large NCI cohort study. Among seven exposed and two unexposed deaths, relative
      risks of nasopharyngeal cancers increased with cumulative exposure (Ptrend =
      0.025 among exposed groups) and with peak and average exposure (Ptrend = 0.044
      and 0.126, respectively, across exposed and unexposed groups, using unexposed as 
      the referent as no deaths were observed in the lowest exposed group). Adjustment 
      for duration of exposure to a number of potentially confounding substances and
      plant type did not substantively alter the findings. Most of the deaths occurred 
      at one factory (Plant 1), which appears to have had the largest numbers of highly
      exposed workers. In a nested case-control analysis of nasopharyngeal deaths in
      this plant, Marsh et al. (2007b) reported that several of the nasopharyngeal
      cancers occurred among workers with previous employment in metal-working
      occupations. Six of the nine available case-control studies reported increases in
      nasopharyngeal cancers in association with probable exposure to formaldehyde or
      at higher levels or duration of estimated exposure (Olsen et al. 1984 [women
      only], Vaughan et al. 1986a, Roush et al. 1987, West et al. 1993, Vaughan et al. 
      2000, and Hildesheim et al. 2001). Risks of nasopharyngeal cancers increased with
      exposure duration and cumulative exposure in two population-based case-control
      studies (Vaughan et al. 2000, Hildesheim et al. 2001). In some studies, higher
      risks were found among individuals in the high-exposure groups (Vaughan et al.
      1986a, Roush et al 1987), or with more years since first exposure (West et al.
      1993), and some studies reported that risks were still elevated after taking into
      account smoking (Vaughan et al. 2000, Vaughan et al. 1986a, West et al. 1993) or 
      exposure to wood dust (Hildesheim et al. 2001, Vaughan et al. 2000, West et al.
      1993). No associations between nasopharyngeal cancer and formaldehyde exposure
      were found in population-based case-control studies in Denmark (Olsen et al. 1984
      [men only]), and Malaysia (Armstrong et al. 2000), a case-cohort study among
      Chinese textile workers (Li et al. 2006), or in a nested case-control study among
      embalmers (Hauptmann et al. 2009). Several meta-analyses were available. A
      statistically significant increase in risk (mRR = 1.3, 95% CI = 1.2 to 1.5, 455
      deaths) was reported in a large meta-analysis of 12 case-control and cohort
      studies (Collins et al. 1997), and a nonsignificant increase in risk in a small
      meta-analysis of three other cohort mortality studies (SMR = 1.33, 95% CI = 0.69 
      to 2.56, 9 deaths) (Bosetti et al. 2008). Bachand et al. (2010) reported a
      borderline statistically significant risk in a meta-analysis of seven
      case-control studies (mRR = 1.22, 95% CI = 1.00 to 1.50) but did not find an
      increase in risk (mRR = 0.72, 95% CI = 0.4 to 1.29) in an analysis of data from
      six cohort studies, which excluded Plant 1 of the NCI cohort and used the
      re-analysis data from Marsh et al. (2005) for the other plants. [The Bachand
      meta-analysis used data for all pharyngeal cancer or buccal cavity cancer from
      some cohort studies and one case-control study, however.] Other head and neck
      cancers, and respiratory cancer Most of the cohort studies reported risk
      estimates for cancers of the buccal cavity, pharynx, larynx, and lung, or
      combinations of these cancers. Most of these studies, including two of the large 
      cohorts (Pinkerton et al. 2004 and Coggon et al. 2003), three of the professional
      health worker studies (Hayes et al. 1990, Walrath and Fraumeni 1983 and 1984),
      and two of the smaller industrial cohorts (Andjelkovich et al. 1995 and Hansen
      and Olsen 1995, 1996) found elevated (between approximately 10% and 30%) but
      statistically nonsignificant risks for cancers of the buccal cavity or buccal
      cavity and pharynx combined; risk estimates were usually based on small numbers
      of deaths or cases. In the NCI cohort, increased risks for all upper respiratory 
      cancers or buccal cavity cancer combined were generally found among workers in
      the highest categories of exposure (compared with the lowest category), but
      trends were not statistically significant (Hauptmann et al. 2004). Most of the
      population-based or nested case-control studies that reported on head and neck
      cancers found small increases (usually statistically nonsignificant) in risks for
      formaldehyde exposure and cancers of the buccal cavity and pharynx (or parts of
      the pharynx) (Vaughan et al. 1986a, Merletti et al. 1991, Gustavsson et al. 1998,
      Laforest et al. 2000, Marsh et al. 2002, Wilson et al. 2004, Berrino et al. 2003)
      or of the upper respiratory tract (Partanen et al. 1990). Exposure-response
      relationships were not clear in most of the available studies; however, positive 
      exposure-response relationships between probability and duration of exposure and 
      cancers of the hypopharynx and larynx combined were reported by Laforest et al.
      (2000) and between combined probability and intensity of exposure and salivary
      cancer by Wilson et al. (2004). No associations between formaldehyde exposure and
      pharyngeal cancers (subtypes or combinations) were observed in case-control
      studies by Shangina et al. (2006) and Tarvainen et al. (2008). Most of the cohort
      studies and two of the four available case-control studies found no association
      between formaldehyde exposure and laryngeal cancer. Two case-control studies
      (Wortley et al. 1992, Shangina et al. 2006) reported increased risk among
      subjects with the highest exposure to formaldehyde. Small excesses of mortality
      or incidence of cancers of the lung or respiratory system among
      formaldehyde-exposed workers were observed in four cohort studies (Andjelkovich
      et al. 1995, Dell and Teta 1995, Hansen and Olsen 1996 [women only], and Coggon
      et al. 2003). A statistically significant increase in risk of lung cancer was
      observed in the large study of British chemical workers (SMR = 1.22, 95% CI =
      1.12 to 1.32, 594 deaths, among all workers) (Coggon et al. 2003). In this study,
      risks increased with increasing exposure level (Ptrend < 0.001) but not with
      duration of exposure. No association between formaldehyde exposure and lung
      cancer was observed in the other two large cohorts (Pinkerton et al. 2004,
      Hauptmann et al. 2004), in several of the smaller cohorts (Bertazzi et al. 1989, 
      Hansen and Olsen 1995 [in men], Edling et al. 1987b, Stellman et al. 1998, Stern 
      2003), or in the six studies of health professional workers. Findings from the
      population-based or nested case-control studies were also mixed. Increases in
      risk were reported in several studies (De Stefani et al. 2005, Gerin et al. 1989,
      Andjelkovich et al. 1994, Chiazze et al. 1997), and were statistically
      significant in two studies (Marsh et al. 2001, Coggon et al. 1984). Risks did not
      increase with increasing exposure in most of the studies. An exception is the
      study by De Stefani et al. (2005), in which a statistically significant trend
      with duration of employment was observed. No association between lung cancer and 
      formaldehyde exposure was reported in three other occupational case-control
      studies (Bond et al. 1986, Jensen and Andersen 1982, Partanen et al. 1990) and
      one population-based study (Brownson et al. 1993). Lymphohematopoietic cancers:
      Among workers in the NCI cohort study, peak exposure to formaldehyde was
      associated with increased mortality for several types of lymphohematopoietic
      cancers (Beane Freeman et al. 2009). For all lymphohematopoietic cancers
      combined, for leukemias combined, and for myeloid leukemia, relative risks
      increased with increasing peak exposure: statistically significant increased
      risks were found among workers with the highest peak exposure (>/= 4 ppm) vs. the
      lowest exposed category for all lymphohematopoietic cancers (RR = 1.37, 95% CI = 
      1.03 to 1.81, 108 deaths, Ptrend = 0.02), and statistically nonsignificant
      increases for all leukemias combined and peak exposure >/= 4 ppm (RR = 1.42, 95% 
      CI = 0.92 to 2.18, 48 deaths, Ptrend = 0.12) and for myeloid leukemia and peak
      exposure >/= 4 ppm (RR = 1.78, 95% CI = 0.87 to 3.64, 19 deaths, Ptrend = 0.13;
      trends among exposed person-years). No associations were found with cumulative or
      average exposure. An excess of leukemia, especially myeloid leukemia, was also
      found among garment workers in the large NIOSH cohort (Pinkerton et al. 2004),
      but not in the British chemical workers cohort (Coggon et al. 2003). In the NIOSH
      cohort, risks for leukemia, myeloid leukemia, and acute myeloid leukemia were
      higher among workers with longer duration of exposure (10+ yrs), longer time
      since first exposure (20+ years), and among those exposed prior to 1963 (when
      formaldehyde exposure was thought to be higher) (Pinkerton et al. 2004). In the
      smaller industrial cohort studies, some studies reported excesses for all
      lymphohematopoietic cancers combined among formaldehyde-exposed workers (Bertazzi
      et al. 1989, Stellman et al. 1998) or leukemia (Hansen and Olsen 1995, 1996), but
      others observed no association for all lymphohematopoietic cancers combined
      (Andjelkovich et al. 1995, Stern 2003, Pinkerton et al. 2004) or leukemia
      (Andjelkovich et al. 1995, Stellman et al. 1998, Stern 2003). Each of the six
      cohort studies of health professionals, and the nested case-control study of
      embalmers from three of these studies, found elevated mortality for
      lymphohematopoietic cancers. Hall et al. (1991), Hayes et al. (1990), Stroup et
      al. (1986), Levine et al. (1984) and Walrath and Fraumeni (1983, 1984) reported
      increases in risk for all lymphohematopoietic cancers combined and for leukemia. 
      Most estimates were statistically nonsignificant with the exception of the
      studies of Hayes et al. (1990) and Stroup et al. (1986), where statistically
      significant excess mortality was found for all leukemia combined or for myeloid
      leukemia in association with formaldehyde exposure. In the nested case-control
      study by Hauptmann et al. (2009), sufficient numbers of cases of
      lymphohematopoietic cancer deaths among embalmers and funeral directors were
      identified to enable evaluation of exposure-response relationships, using models 
      of potential formaldehyde exposure. A significant increase in nonlymphoid
      lymphohematopoietic cancers was observed among ever-embalmers (OR = 3.0, 95% CI =
      1.0 to 9.5, 44 exposed cases), and significant increases in risk were observed at
      the highest levels of cumulative, average, and peak exposure. Most of the
      increase was attributable to myeloid leukemia, which was significantly elevated
      among ever-embalmers (OR = 11.2, 95% CI = 1.3 to 95.6, 33 exposed cases) and
      showed significant trends with duration of exposure and peak exposure, and a more
      attenuated trend with 8-hour time-weighted average intensity of exposure. In
      further analyses of non-lymphoid lymphohematopoietic cancers using workers with <
      500 lifetime embalmings as the reference group, statistically significant
      increases in relative risks were found among workers with the longest duration of
      working in jobs with embalming, the highest number of lifetime embalmings, and
      the highest cumulative exposure to formaldehyde. With respect to other
      case-control studies, a population-based study found no clear association between
      leukemia and exposure to formaldehyde (Blair et al. 2001), and two nested
      case-control studies reported statistically nonsignificant increases in leukemia 
      risk based on small numbers of exposed cases (Partanen et al. 1993, Ott et al.
      1989). Few cohort or case-control studies reported findings for subtypes of
      lymphohematopoietic cancers other than leukemia. Most of the cohort studies had
      relatively low power to detect effects, and either did not report findings or did
      not evaluate exposure-response relationships. For Hodgkin's lymphoma, the NCI
      study was the only cohort or case-control study that reported an increase in
      risk. In an external analysis, an SMR of 1.42 (95% CI = 0.96 to 2.10, 25 deaths) 
      was observed among formaldehyde-exposed workers and, in internal analyses,
      statistically significant exposure-response relationships were observed with peak
      (Ptrend = 0.01 among the exposed group) and average exposure (Ptrend = 0.05 among
      the exposed group), but not with cumulative exposure (Beane Freeman et al. 2009).
      For non-Hodgkin's lymphoma, statistically non-significant increases in risks were
      observed in one cohort study (Hayes et al. 1990), and in most of the
      population-based or nested case-control studies (Partanen et al. 1993, Ott et al.
      1989, Richardson et al. 2008, Wang et al. 2009a, Tatham et al. 1997, Blair et al.
      1993). The risk of non-Hodgkin's lymphoma (large B cell type) increased with
      increasing probability of exposure (Ptrend < 0.01) in a large case-control
      incidence study of U.S. women (Wang et al. 2009a). No increase in non-Hodgkin's
      lymphoma was reported in the population-based case-control study by Gerin et al. 
      (1989), or in the nested case-control study of embalmers by Hauptmann et al.
      (2009). For multiple myeloma, peak exposure of >/= 4 ppm was associated with a
      statistically significant increase in risk in the NCI cohort (RR = 2.04, 95% CI =
      1.01 to 4.12, 21 deaths, Ptrend = 0.08 among the exposed group) (Beane Freeman et
      al. 2009), although an increase in risk was also seen among unexposed workers for
      this endpoint. Increased risks also were seen among British chemical workers
      (Coggon et al. 2003), abrasive materials workers (Edling et al. 1987b), and U.S. 
      embalmers (Hayes et al. 1990). Other cohort studies did not find associations,
      based on small numbers of observed deaths or cases, or did not report findings.
      Among case-control studies, statistically nonsignificant increases in risks were 
      observed by Boffetta et al. (1989), Pottern et al. (1992) (women only), and
      Hauptmann et al. (2009), but not by Heineman et al. (1992) (men only). Several
      meta-analyses were available. (Hauptmann et al. [2009] was not available for any 
      of the analyses.) Statistically significant risks were reported for all
      lymphohematopoietic cancers and leukemia among cohort studies of health
      professionals by Bosetti et al. (2008) (RR = 1.31, 95% CI = 1.16 to 1.47, 263
      deaths for all lymphohematopoietic cancers; and RR = 1.39, 95% CI = 1.15 to 1.68,
      106 deaths for leukemia) and among studies of occupations with known high
      formaldehyde exposure by Zhang et al. (2009a), (mRR = 1.25, 95% CI = 1.09 to
      1.43, 19 studies for all lymphohematopoietic cancers combined; mRR = 1.54, 95% CI
      = 1.18 to 2.00, P < 0.001, 15 studies for leukemia; and mRR = 1.90, 95% CI = 1.31
      to 2.76, P = 0.001, 6 studies for myeloid leukemia. A statistically
      nonsignificant increase in leukemia risk was also estimated among the combined
      studies of health professional workers by Bachand et al. (2010). No increased
      risks for leukemia were found in the available meta-analyses of industrial
      cohorts (Bosetti et al. 2008, Bachand et al. 2010), or combined cohort and
      case-control studies (Collins and Lineker 2004). Other cancer sites: With the
      exception of brain and central nervous system cancers, few of the cohort studies 
      reported consistently elevated risks for cancers at other sites. Few case-control
      studies of other cancer endpoints have been conducted. Excess mortality from
      brain and central nervous system cancers has been reported in each of the six
      cohort studies of health professionals, with statistically significant SMRs/PMRs 
      (1.94 to 2.7) reported in three studies (Stroup et al. 1986, Walrath and Fraumeni
      1983, 1984). However, in the nested case-control analysis of brain cancers among 
      embalmers and funeral directors by Hauptmann et al. (2009), which used subjects
      from cohort studies of Hayes et al. (1990) and Walrath and Fraumeni (1983, 1984),
      a statistically nonsignificant increase in brain cancers was observed in
      association with ever-embalming (OR = 1.9, 95% CI = 0.7 to 5.3, 42 exposed
      cases). There were no clear exposure-response patterns with duration of
      employment in embalming jobs, or estimated cumulative, peak, or average exposure 
      to formaldehyde, however. No increases in brain and central nervous system
      cancers have been observed in the industrial cohort studies that have reported
      findings. A meta-analysis by Bosetti et al. (2008) reported a statistically
      significant increase in the risk of brain cancer among health professional
      workers (RR = 1.56, 95% CI = 1.24 to 1.96, 74 deaths), but not among industrial
      workers. Several industrial studies have reported increases in one or more of
      stomach, colon, rectal, and kidney cancers, and a case-control study of
      pancreatic cancer (Kernan et al. 1999) suggested an increase in this endpoint at 
      higher levels of formaldehyde exposure. Two meta-analyses of pancreatic cancer
      (Ojajarvi et al. 2000, Collins et al. 2001) showed no consistent increase in risk
      across studies, however, with the exception of a borderline statistically
      significant increase among pathologists, anatomists and embalmers. Studies in
      Experimental Animals: Formaldehyde has been tested for carcinogenicity in mice,
      rats, and hamsters. Studies reviewed include chronic and subchronic inhalation
      studies in mice, rats, and hamsters; chronic and subchronic drinking-water
      studies in rats; and one chronic skin-application study in mice. No chronic
      studies in primates were found, but one subchronic inhalation study and one
      acute/subacute inhalation study in monkeys was reviewed. [Several of these
      studies were limited by a small number of animals per group, short exposure
      duration, short study duration, incomplete pathology or data reporting, and/or
      incomplete statistical analysis.] Formaldehyde exposure resulted in nasal tumors 
      (primarily the extremely rare squamous-cell carcinoma) in several strains of rats
      when administered chronically by inhalation (Kerns et al. 1983a, Sellakumar et
      al. 1985, Appelman et al. 1988, Woutersen et al. 1989, Monticello et al. 1996,
      Kamala et al. 1997). Only two inhalation studies in mice or hamsters were found. 
      No tumors were reported in C3H mice exposed to formaldehyde at 200 mg/m3 [163
      ppm] for 1 hour/day, 3 days/week, for 35 weeks (Horton et al. 1963), but
      squamous-cell carcinoma of the nasal cavity occurred in 2 of 17 B6C3F1 male mice 
      exposed at 14.3 ppm for 6 hours/day, 5 days/week, and sacrificed at 24 months
      (Kerns et al. 1983a). Although the increase was not statistically significant,
      the authors concluded that the tumors were exposure-related. [Biological
      significance is implied because these tumors are extremely rare in non-exposed
      mice and rats; no nasal squamous-cell carcinomas have been observed in more than 
      2,800 B6C3F1 mice and 2,800 F344 rats used as controls in NTP inhalation
      studies.] No tumors were reported in Syrian golden hamsters exposed at 10 ppm 5
      hours/day, 5 days/week for life (Dalbey 1982) or at 2.95 ppm 22 hours/day, 7
      days/week for 26 weeks (Rusch et al. 1983). No tumors occurred in male cynomolgus
      monkeys exposed at 2.95 ppm for 22 hours/day, 7 days/week for 26 weeks (Rusch et 
      al. 1983) or in male rhesus monkeys exposed at 6 ppm for 6 hours/day, 5 days/week
      for 6 weeks (Monticello et al. 1989); however, squamous metaplasia and
      hyperplasia in the nasal passages and respiratory epithelia of the trachea and
      major bronchi occurred. Male Wistar rats administered formaldehyde in drinking
      water at 5,000 ppm for 32 weeks developed forestomach tumors (squamous-cell
      papillomas) in one study (Takahashi et al. 1986); however, in two other
      drinking-water studies, no tumors were reported in either male or female Wistar
      rats administered formaldehyde at concentrations ranging from 20 to 5,000 ppm for
      two years (Til et al. 1989, Tobe et al. 1989). In another study, male and female 
      Sprague-Dawley breeder rats administered formaldehyde at 2,500 ppm in drinking
      water. Offspring of these breeder rats exposed transplacentally beginning on
      gestation day 13 and postnatally via drinking water for life showed increased
      incidences of benign and malignant tumors of the gastrointestinal tract,
      particularly intestinal leiomyosarcoma (a very rare tumor). Male Sprague-Dawley
      rats administered formaldehyde at concentrations up to 1,500 ppm showed increased
      incidences (compared with control groups given tap water) of the number of
      animals bearing malignant tumors, hemolymphoreticular neoplasms (leukemia and
      lymphoma combined), and testicular tumors (interstitial-cell adenoma) (Soffritti 
      et al. 2002a). Compared with the vehicle control group (tap water containing 15
      mg/L methanol), the incidence of testicular tumors was significantly higher in
      the 1,000-ppm exposure group, and the incidence of hemolymphoreticular tumors was
      higher in the 1,500-ppm exposure group. Female rats in the 1,500-ppm exposure
      group showed higher incidences of malignant mammary-gland tumors and
      hemolymphoreticular neoplasms than the tap-water control group; however, the
      incidences were not significantly higher than in the vehicle control group. In
      addition, some rare stomach and intestinal tumors occurred in a few male and
      female rats in the exposed groups but not in the control groups. Other studies
      examined the promoting effects of formaldehyde when administered after initiation
      with DBMA, DEN, MNU, or MNNG or cocarcinogenic effects when administered with
      coal tar, benzo[a]pyrene, wood dust, and hydrogen chloride. Some of these studies
      did not show an enhanced tumor response. However, a few studies, including a
      skin-painting study in mice (Iverson et al. 1986), a drinking-water study in rats
      (Takahashi et al. 1986), and inhalation studies in rats (Albert et al. 1982,
      Holmstrom et al. 1989a) and hamsters (Dalbey et al. 1986), indicated that
      formaldehyde could act as a tumor promoter or act as a co-carcinogen when
      administered with other substances. Adsorption, distribution, metabolism, and
      excretion: Formaldehyde is a metabolic intermediate that is essential for the
      biosynthesis of purines, thymidine, and some amino acids. The metabolism of
      formaldehyde is similar in all mammalian species studied. Differences in
      distribution following inhalation exposure can be related to anatomical
      differences. For example, rats are obligate nose breathers while monkeys and
      humans are oronasal breathers. Thus, in humans, some inhaled formaldehyde will
      bypass the nasal passages and deposit directly into the lower respiratory tract. 
      The endogenous concentrations in the blood of humans, rats, and monkeys are about
      2 to 3 mug/g and do not increase after ingestion or inhalation of formaldehyde
      from exogenous sources (Casanova et al. 1988, Heck et al. 1985, Heck and Casonova
      2004). Although formaldehyde is rapidly and almost completely absorbed from the
      respiratory or gastrointestinal tracts, it is poorly absorbed from intact skin.
      When absorbed after inhalation or ingestion, very little formaldehyde reaches the
      systemic circulation because it is rapidly metabolized by glutathione-dependent
      formaldehyde dehydrogenase and S-formyl-glutathione hydrolase to formic acid,
      which is excreted in the urine or oxidized to carbon dioxide and exhaled (IARC
      2006). Formaldehyde reaching the circulation is rapidly hydrated to methanediol, 
      which is the predominant form in the circulation (Fox et al. 1985). Although the 
      metabolic pathways are the same in all tissues, the data indicate that the route 
      of absorption does affect the route of elimination. When inhaled, exhalation is
      the primary route of elimination; however, when ingested, urinary excretion as
      formate is more important. Unmetabolized formaldehyde reacts non-enzymatically
      with sulfhydryl groups or urea, binds to tetrahydrofolate and enters the
      single-carbon intermediary metabolic pool, reacts with macromolecules to form DNA
      and protein adducts, or forms crosslinks primarily between protein and
      single-stranded DNA (Bolt 1987). Toxic effects: Formaldehyde is a highly reactive
      chemical that causes tissue irritation and damage on contact. Formaldehyde
      concentrations that have been associated with various toxic effects in humans
      show wide interindividual variation and are route dependent. Symptoms are rare at
      concentrations below 0.5 ppm; however, upper airway and eye irritation, changes
      in odor threshold, and neurophysiological effects (e.g., insomnia, memory loss,
      mood alterations, nausea, fatigue) have been reported at concentrations </= 0.1
      ppm. The most commonly reported effects include eye, nose, throat, and skin
      irritation. Other effects include allergic contact dermatitis, histopathological 
      abnormalities (e.g., hyperplasia, squamous metaplasia, and mild dysplasia) of the
      nasal mucosa, occupational asthma, reduced lung function, altered immune
      response, and hemotoxicity (IARC 2006). Some studies of Chinese workers suggest
      that long-term exposure to formaldehyde can cause leucopenia, and one study
      reported that a significantly higher percentage of formaldehyde-exposed workers
      had blood cell abnormalities (leucopenia, thrombocytopenia, and depressed serum
      hemoglobin levels) compared with unexposed controls (reviewed by Tang et al.
      2009). Zhang et al. (2010) reported that Chinese factory workers exposed to high 
      levels of formaldehyde had significantly lower counts of white blood cells,
      granulocytes, platelets, red blood cells and lymphocytes than unexposed controls.
      In vitro studies indicated that formaldehyde exposure caused a significant,
      dose-related decrease in colony forming progenitor cells (Zhang et al. 2010).
      Other studies have shown that formaldehyde exposure affects changes in the
      percentage of lymphocyte subsets (Ying et al. 1999, Ye et al. 2005). Higher rates
      of spontaneous abortion and low birth weights have been reported among women
      occupationally exposed to formaldehyde (IARC 2006, Saurel-Cubizolles et al.
      1994). Oral exposure is rare, but there have been several apparent suicides and
      attempted suicides in which individuals drank formaldehyde. These data indicate
      that the lethal dose is 60 to 90 mL (Bartone et al. 1968, Yanagawa et al. 2007). 
      Formaldehyde ingestion results in severe corrosive damage to the gastrointestinal
      tract followed by CNS depression, myocardial depression, circulatory collapse,
      metabolic acidosis, and multiple organ failure. The toxic effects of formaldehyde
      in experimental animals include irritation, cytotoxicity, and cell proliferation 
      in the upper respiratory tract, ocular irritation, pulmonary hyperactivity,
      bronchoconstriction, gastrointestinal irritation, and skin sensitization. Other
      reported effects include oxidative stress, neurotoxicity, neurobehavioral
      effects, immunotoxicity, testicular toxicity, and decreased liver, thyroid gland,
      and testis weights (IARC 2006, Aslan et al. 2006, Sarsilmaz et al. 2007,
      Golalipour et al. 2008, Ozen et al. 2005, Majumder and Kumar 1995). In vitro
      studies have demonstrated that formaldehyde is directly cytotoxic and affects
      cell viability, cell differentiation and growth, cell proliferation, gene
      expression, membrane integrity, mucociliary action, apoptosis, and thiol and ion 
      homeostasis (IARC 2006). Since metabolism of formaldehyde is
      glutathione-dependent, cells depleted of glutathione are more susceptible to
      formaldehyde toxicity (Ku and Killings 1984). Carcinogenicity of metabolites and 
      analogues Formic acid (formate + H+), the major metabolite of formaldehyde, has
      not been tested for carcinogenic effects. Acetaldehyde, an analogue of
      formaldehyde, is listed as reasonably anticipated to be a human carcinogen by the
      NTP (2004). Acetaldehyde induced respiratory tract tumors in rats (adenocarcinoma
      and squamous-cell carcinoma of the nasal mucosa) and laryngeal carcinoma in
      hamsters. In addition, epidemiological studies have reported increased risks of
      cancers of the upper digestive tract (esophagus, oral cavity, and pharynx) and
      upper respiratory tract (larynx and bronchi) in humans (Salaspuro 2009).
      Glutaraldehyde and benzaldehyde have also been tested for carcinogenicity in
      2-year bioassays by the NTP. Glutaraldehyde was not considered to be carcinogenic
      in rats or mice, and benzaldehyde was not considered to be carcinogenic in rats. 
      The NTP concluded that there was some evidence of carcinogenicity for
      benzaldehyde in mice based on an increased incidence of squamous-cell papilloma
      and hyperplasia in the forestomachs of male and female mice (NTP 1999). Genetic
      and related effects: Formaldehyde is a direct-acting genotoxic compound that
      affects multiple gene expression pathways, including those involved in DNA
      synthesis and repair and regulation of cell proliferation. Most studies in
      bacteria were positive for forward or reverse mutations without metabolic
      activation and for microsatellite induction (Mu and Harris 1988). Studies in
      non-mammalian eukaryotes and plants also were positive for forward and reverse
      mutations, dominant lethal and sex-linked recessive lethal mutations, and DNA
      single-strand breaks (Conaway et al. 1996, IARC 2006). In vitro studies with
      mammalian and human cells were positive for DNA adducts, DNA-protein crosslinks, 
      DNA-DNA crosslinks, unscheduled DNA synthesis, single-strand breaks, mutations,
      and cytogenetic effects (chromosomal aberrations, sister chromatid exchange, and 
      micronucleus induction). In in vivo studies in rats, formaldehyde caused
      DNA-protein crosslinks (in the nasal mucosa and fetal liver but not bone marrow) 
      (Casanova-Schmitz et al. 1994a, Wang and Liu 2006), DNA strand breaks
      (lymphocytes and liver) (Im et al. 2006, Wang and Liu 2006), dominant lethal
      mutations (Kitaeva et al. 1990, Odegiah 1997), chromosomal aberrations (pulmonary
      lavage cells and bone marrow in one of two studies) (Dallas et al. 1992, Kitaeva 
      et al. 1990), and micronucleus induction in the gastrointestinal tract (Migliore 
      et al. 1989). However, it did not induce sister chromatid exchange or chromosomal
      aberrations in lymphocytes or micronucleus formation in peripheral blood
      (Kilgerman et al. 1984, Speit et al. 2009). Mutations in the p53 gene were
      detected in nasal squamous-cell carcinomas from rats (Recio et al. 1992).
      Inhalation exposure to formaldehyde also induced DNA-protein crosslinks in the
      nasal turbinates, nasopharynx, trachea, and bronchi of rhesus monkeys (Casanova
      et al. 1991). In mice, formaldehyde exposure did not cause dominant lethal
      mutations (Epstein et al. 1972, Epstein and Shafner 1968), micronucleus induction
      (Gocke et al. 1981), or chromosomal aberrations (Fontignie-Houbrechts 1981,
      Natarajan et al. 1983) when exposed by intraperitoneal injection or induce
      micronuclei by intravenous or oral exposure (Morita et al. 1997), but did induce 
      heritable mutations when exposed by inhalation (Liu et al. 2009b). In studies of 
      lymphocytes from health professional workers exposed to formaldehyde, higher
      levels of formaldehyde-albumin adducts were found in workers exposed to
      relatively high concentrations compared with workers exposed to lower
      concentrations (Pala et al. 2008) and higher levels of DNA-protein crosslinks,
      strand breaks, and pantropic p53 protein levels were found in exposed workers
      compared with unexposed workers (Shaham et al. 2003). Wang et al. (2009) found
      higher levels of DNA adducts (N6-hydroxymethyldeoxyadenosine [N6 HOMe dAdo])
      among smokers compared with non-smokers; however, the source of formaldehyde is
      not clear (for example, it could be formaldehyde in tobacco or a metabolite of a 
      tobacco-specific compound). Numerous studies have evaluated chromosomal
      aberrations and sister chromatid exchange in lymphocytes and micronucleus
      induction in lymphocytes, or nasal or oral epithelial cells from humans exposed
      to formaldehyde (primarily health professionals, but also industrial workers,
      volunteers and subjects exposed from environmental sources). Among
      formaldehyde-exposed subjects, statistically significant increased frequencies
      (compared with unexposed, low exposure or pre- exposure vs. post-exposure) of
      cytogenetic damage in lymphocytes were observed for chromosomal aberrations in 7 
      of 12 reviewed studies, sister chromatid exchanges in 6 of 12 studies and
      micronuclei induction in 5 of 7 studies reviewed. In addition to these studies,
      Zhang et al. (2010) reported that lymphocytes from workers exposed to high levels
      of formaldehyde had statistically increased frequency of monosomy of chromosome 7
      and trisomy of chromosome 8. Statistically significant increased frequencies of
      micronuclei were also observed in the buccal cavity or oral epithelium in four of
      five reviewed studies and in the nasal epithelium in all five available studies
      (Note that findings from two studies, Suruda et al. [1993] and Tikenko-Holland et
      al. [1996], evaluating the same study participants are treated as one study in
      this count). In addition to these studies, a review of cytogenetic studies in the
      Chinese literature on formaldehyde-exposed workers reported increased incidences 
      of chromosomal aberrations in lymphocytes (one study) and micronuclei in
      lymphocytes and nasal epithelial cells (one study each); however, two studies did
      find increases in sister chromatid exchanges in lymphocytes. Regulation of gene
      expression by formaldehyde was investigated in eight studies. Formaldehyde
      exposure increased expression of genes involved in intracellular adhesion,
      inflammation, xenobiotic metabolism, nucleic acid metabolism, cell-cycle
      regulation, apoptosis, and DNA repair. Thus, multiple biochemical pathways are
      affected by formaldehyde exposure. Mechanistic considerations: Although the
      biological mechanisms associated with formaldehyde-induced cancer are not
      completely understood, it is important to recognize that chemicals can act
      through multiple toxicity pathways and mechanisms to induce cancer or other
      health effects (Guyton et al. 2009). Potential carcinogenic modes of actions for 
      formaldehyde include DNA reactivity (covalent binding), gene mutation,
      chromosomal breakage, aneuploidy, and epigenetic effects. Studies evaluating
      nasal tumors in rats have shown that regional dosimetry, genotoxicity, and
      cytotoxicity are believed to be important factors. Computational fluid dynamics
      models have been developed to predict and compare local flux values in the nasal 
      passages of rats (Kimbrell et al. 1993, 1997), monkeys (Kepler et al. 1998), and 
      humans (Subramaniam et al. 1998). Regions of the nasal passages with the highest 
      flux values are the regions most likely affected by formaldehyde exposure.
      Similar flux values were predicted for rats and monkeys for regions of the nasal 
      passages with elevated cell proliferation rates, thus providing support for the
      hypothesis that formaldehyde flux is a key factor for determining toxic response.
      Furthermore, DNA-protein crosslinks and cell-proliferation rates are correlated
      with the site specificity of tumors (Pala et al. 2008). Cell proliferation is
      stimulated by the cytotoxic effects of formaldehyde. Increased cell proliferation
      may contribute to carcinogenesis by increasing the probability of spontaneous or 
      chemically induced mutations. The dose-response curves for DNA-protein
      crosslinks, cell proliferation, and tumor formation show similar patterns with
      sharp increases in slope at concentrations greater than 6 ppm. The observed
      sequence of nasal lesions is as follows: rhinitis, epithelial dysplasia, squamous
      metaplasia and hyperplasia, and squamous-cell carcinoma. Biological mechanisms
      have been proposed for the possible association between lymphohematopoietic
      cancers and formaldehyde exposure. Proposed mechanisms for formaldehyde-induced
      leukemia are: (1) direct damage to stem cells in the bone marrow, (2) damage to
      circulating stem cells, and (3) damage to pluripotent stem cells present in the
      nasal turbinate or olfactory mucosa (Zhang et al. 2009a,b). Evidence in support
      of the potential for DNA damage to circulating hematopoietic stem cells is that
      DNA-protein crosslinks have been identified in the nasal passages of laboratory
      animals exposed to formaldehyde, and increased micronuclei have been identified
      in the nasal and oral mucosa of formaldehyde-exposed humans. In addition,
      olfactory epithelial cells obtained from rat nasal passages contain hematopoietic
      stem cells, which have been shown to re-populate the hematopoietic tissue of
      irradiated rats (Murrell et al. 2005). However, some authors have questioned the 
      biological plausibility of an association between formaldehyde exposure and
      leukemia, because formaldehyde is rapidly metabolized, and it would not be
      expected to enter the systemic circulation (Cole and Axten 2004, Golden et al.
      2006, Heck and Casanova 2004, Pyatt et al. 2008). They stated that formaldehyde
      does not cause bone marrow toxicity or pancytopenia, which are common features of
      known leukemogens, and that the genotoxic and carcinogenic effects in animals and
      humans are limited to local effects. [The recent reports of adducts in leukocytes
      of smokers (Wang et al. 2009b), albumin adducts in medical research workers (Pala
      et al. 2008), DNA-protein crosslinks measured in peripheral blood cells of
      hospital workers (Shaham et al. 2003), and the hematologic changes measured by
      Zhang et al. (2010) suggest that formaldehyde might enter the systemic
      circulation of humans exposed to formaldehyde.].
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TI  - Analysis of clinical misdiagnoses in children treated with enucleation.
PG  - 1009-13
AB  - OBJECTIVE: To evaluate discordant clinical and pathological diagnoses leading to 
      pediatric enucleations over time. METHODS: All pathology reports of pediatric
      enucleation specimens (subjects aged 0 to 18 years) from 1960 to 2008 were
      reviewed. Specimens with discordant clinical and pathologic diagnoses were
      further analyzed. Formalin-fixed, paraffin-embedded sections of enucleated eyes
      of any misdiagnosed cases were reevaluated. RESULTS: Of 729 pediatric patients
      (746 eyes) who had enucleation from 1960 to 2008, 29 patients (4.0%) and 30 eyes 
      (4.0%) had discordant clinical and pathological diagnoses. The misdiagnosis
      enucleation rate decreased with each respective decade studied, with the highest 
      rate of 6.5% (18 of 276 eyes) in the 1960s and no misdiagnoses from 1990 to 2008.
      Of the 369 eyes enucleated for the clinical indication of malignancy, 22 eyes
      (6.0%) were misdiagnosed in that no evidence of malignancy was found on
      histopathological examination. Of the 377 eyes enucleated for benign clinical
      indications, 7 cases (1.9%) were found to be malignant by histopathology.
      CONCLUSIONS: Misdiagnoses leading to pediatric enucleation have decreased during 
      the past 5 decades, likely owing to improved diagnostic techniques. Benign and
      malignant intraocular conditions can simulate each other, especially
      retinoblastoma, Coats disease, nematode and bacterial endophthalmitis,
      panuveitis, and persistent hyperplastic primary vitreous.
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TI  - Intestinal parasitic infection of immunocompromised children with diarrhoea:
      clinical profile and therapeutic response.
PG  - 309-17
AB  - BACKGROUND: Parasitic gastrointestinal infections have been variably reported
      among immunocompromised adults while data on children have been limited. This
      prospective cross-sectional study aimed to assess the clinical profile of
      intestinal parasitic infections among immunocompromised children with diarrhoea
      and their treatment response. METHODOLOGY: Two freshly voided stool samples taken
      for two consecutive days were examined by direct and formalin-ether concentrated 
      smears. Modified Ziehl-Neelsen staining was used to detect Cryptosporidium,
      Isospora belli, and Cyclospora cayetanensis. Blastocystis hominis was identified 
      using in vitro culture. Subjects positive for stool parasite(s) received standard
      therapy according to the aetiology and were evaluated afterward. RESULTS:
      Forty-two subjects from Jakarta, Indonesia were included in this study, mostly
      aged one to five years (78%) and HIV infected (52%). Parasites were found in
      24/42 (57%) subjects in which B. hominis comprised the largest proportion (23/24 
      = 96%). Cryptosporidium was identified in two subjects who were HIV infected with
      CD4 percentages of < 15%. No helminth infestations were found. Parasites were
      most frequently found in preschool age children (16/23), in those with recurrent 
      or watery diarrhoea (23/24 and 14/18, respectively), and in HIV subjects not
      receiving antiretrovirals (16/22). Of 13 subjects evaluated for response to a
      10-day metronidazole course for B. hominis infection, seven achieved clinical
      remission and nine had their parasites eradicated. CONCLUSIONS: The prevalence of
      intestinal parasitic infection in immunocompromised children with persistent
      and/or recurrent diarrhoea is moderately high and dominated by B. hominis
      infection. Clinical remission and parasite eradication can be achieved in B.
      hominis infection treated with metronidazole.
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TI  - Recurrent BRAF mutations in Langerhans cell histiocytosis.
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AB  - Langerhans cell histiocytosis (LCH) has a broad spectrum of clinical behaviors;
      some cases are self-limited, whereas others involve multiple organs and cause
      significant mortality. Although Langerhans cells in LCH are clonal, their benign 
      morphology and their lack (to date) of reported recurrent genomic abnormalities
      have suggested that LCH may not be a neoplasm. Here, using 2 orthogonal
      technologies for detecting cancer-associated mutations in formalin-fixed,
      paraffin-embedded material, we identified the oncogenic BRAF V600E mutation in 35
      of 61 archived specimens (57%). TP53 and MET mutations were also observed in one 
      sample each. BRAF V600E tended to appear in younger patients but was not
      associated with disease site or stage. Langerhans cells stained for
      phospho-mitogen-activated protein kinase kinase (phospho-MEK) and
      phospho-extracellular signal-regulated kinase (phospho-ERK) regardless of
      mutation status. High prevalence, recurrent BRAF mutations in LCH indicate that
      it is a neoplastic disease that may respond to RAF pathway inhibitors.
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TI  - Re-framing microbicide acceptability: findings from the MDP301 trial.
PG  - 649-62
AB  - Microbicides are most usually conceptualised within a disease prevention
      framework and studies usually define acceptability in terms of product
      characteristics, willingness to use and risk reduction. This starting point has
      led to assumptions about microbicides which, rather than being challenged by
      empirical studies, have tended to foreclose the data and subsequent conceptual
      models. Few studies take an emic ('insider') perspective or attempt to understand
      how microbicides fit into the broader context of women's and men's everyday
      lives. As part of the integrated social science component of the MDP301 Phase III
      microbicide trial, in-depth interviews were conducted with female trial
      participants in South Africa, Zambia, Tanzania and Uganda. Women's experiences of
      the gel challenge several assumptions that have commonly been reiterated about
      microbicides. Our analysis suggests that current definitions and conceptual
      frameworks do not adequately account for the range of meanings that women
      attribute to gel. Even within the context of a clinical trial, it is possible to 
      obtain a richer, ethnographic and cross-cultural concept of acceptability based
      on women's practice and emic interpretations. We now need to move beyond limited 
      notions of acceptability and consider how microbicides fit into a more holistic
      picture of women's and men's sexuality and sexual health.
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TI  - [Genetic genesis of choriocarcinoma].
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AB  - OBJECTIVE: To distinguish choriocarcinoma from gestational or non-gestational
      choriocarcinoma and also identify the causative pregnancy of gestational
      choriocarcinoma by the genetic origin through molecular genetic analysis.
      METHODS: Twelve patients with choriocarcinoma, who had experienced surgery prior 
      to chemotherapy were enrolled in this study. All 12 cases were diagnosed
      pathologically as choriocarcinoma. Peripheral venous blood samples and
      formalin-fixed paraffin-embedded blocks of choriocarcinoma tissue microdissected 
      from haematoxylin and eosin-stained sections of tissue by microdissection method 
      were available from the patient and (or) her husband. DNA was then prepared from 
      the couples' blood samples and choriocarcinoma tissue by using standard
      techniques. PCR amplification and fluorescent microsatellite genotyping were
      performed by using DNA from the couples and captured choriocarcinoma tissues. The
      genetic contributions to the choriocarcinoma tissue were determined by comparing 
      the fragments of genes from the choriocarcinoma tissue to those from blood
      samples of the couples. RESULTS: The primary lesion was ovary in 7 cases, but
      only 4 of them had the maternal contribution, indicating a non-gestational
      origin; the other three were gestational choriocarcinoma. The primary lesion was 
      uterus in 5 cases, which were all gestational choriocarcinoma confirmed by
      genetic analyses. The causative pregnancies of the 8 cases with gestational
      choriocarcinoma were identified as androgenetic complete hydatidiform mole
      (AnCHM) in six cases and normal pregnancies in two cases, respectively.
      CONCLUSION: Microsatellite polymorphism analysis is a molecular approach for
      distinguishing the non-gestational choriocarcinoma from the gestational one, and 
      also be used to identify the causative pregnancy of gestational choriocarcinoma.
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TI  - Correlation between vaccine coverage against polio and circulation and genetic
      evolution of the poliovirus strains isolated in Romania in the framework of the
      global polio eradication strategy.
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AB  - Until 2008 in Romania poliomyelitis has been controlled by predominantly using
      trivalent oral poliovirus vaccine (TOPV). The alternative vaccination schedule
      (formalin inactivated poliovirus vaccine IPV/OPV) has been implemented starting
      September 2008 and at the begining of 2009 was decided only vaccination with IPV.
      Between 1995-2006 the risk of the vaccine-associated paralytic poliomyelitis
      (VAPP) decreased with an average of less than 2 VAPP cases/year and no VAPP case 
      between 2007 - September 2009. Begining with 2007 the number of the poliovirus
      strains isolated was less. All 9 poliovirus strains (PV) isolated between
      2007-2009 and investigated by RT-PCR-RFLP in VP1-2A and VP3-VP1 coding regions
      showed Sabin-like profiles, and only one strain poliovirus type 3 showed Sabin
      2-like profile by RFLP in 3D coding ARN polymerase region. The study about the
      seroprevalence of antibodies against poliovirus types in serum samples from the
      acute flaccid paralysis (AFP), facial paralysis (FP) cases showed that the
      seroprevalence of antibodies against types 1 and 2 Sabin strains was higher
      (>90%) than for type 3 Sabin strains (average 85%). It was confirmed the
      necessity of maintaining a proper vaccine coverage in population, after the
      switch in the vaccination strategy in Romania until all threats of poliovirus are
      eliminated globally.
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TI  - Prevalence and comparison of diagnostic methods for Trichomonas vaginalis
      infection in pregnant women in Argentina.
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AB  - The objectives of this study were to conduct a prevalence survey of
      trichomoniasis in pregnant women and to evaluate the utility of different methods
      for its diagnosis. A total of 597 vaginal exudates from pregnant women who were
      examined at the Hospital de Clinicas in Buenos Aires, Argentina from 1 August
      2005 to 31 January 2007, were prospectively and consecutively evaluated. The
      investigation of Trichomonas vaginalis was made by different microscopic
      examinations, and culture on liquid medium. The sensitivity and specificity of
      the microscopic examinations were assessed considering culture on liquid medium
      as the "gold standard". The prevalence of T. vaginalis obtained by culture on
      liquid medium was 4.0% (24/597). The prevalence of T. vaginalis obtained by
      direct wet smear, prolonged May-Grunwald Giemsa staining, and sodium
      acetate-formalin (SAF)/methylene blue staining-fixing technique was 1.8%, 2.3%
      and 2.5%, respectively. The sensitivity of the direct wet smear was 45.8%, that
      of the prolonged May-Grunwald Giemsa staining was 58.3%, and that of the
      SAF/methylene blue method was 62.5%. Considering the 3 microscopic examinations
      altogether, the sensitivity rose to 66.7% and the specificity was 100% for all of
      them. This is the first time that the prevalence data of T. vaginalis by culture 
      in pregnant women are published in Argentina. Due to the low sensitivity obtained
      by microscopy in asymptomatic pregnant women, the use of the liquid medium is
      recommended during pregnancy, in order to provide an early diagnosis and
      treatment.
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TI  - The neuropathology of autism: defects of neurogenesis and neuronal migration, and
      dysplastic changes.
PG  - 755-70
AB  - Autism is characterized by a broad spectrum of clinical manifestations including 
      qualitative impairments in social interactions and communication, and repetitive 
      and stereotyped patterns of behavior. Abnormal acceleration of brain growth in
      early childhood, signs of slower growth of neurons, and minicolumn developmental 
      abnormalities suggest multiregional alterations. The aim of this study was to
      detect the patterns of focal qualitative developmental defects and to identify
      brain regions that are prone to developmental alterations in autism.
      Formalin-fixed brain hemispheres of 13 autistic (4-60 years of age) and 14
      age-matched control subjects were embedded in celloidin and cut into
      200-mum-thick coronal sections, which were stained with cresyl violet and used
      for neuropathological evaluation. Thickening of the subependymal cell layer in
      two brains and subependymal nodular dysplasia in one brain is indicative of
      active neurogenesis in two autistic children. Subcortical, periventricular,
      hippocampal and cerebellar heterotopias detected in the brains of four autistic
      subjects (31%) reflect abnormal neuronal migration. Multifocal cerebral dysplasia
      resulted in local distortion of the cytoarchitecture of the neocortex in four
      brains (31%), of the entorhinal cortex in two brains (15%), of the cornu Ammonis 
      in four brains and of the dentate gyrus in two brains. Cerebellar flocculonodular
      dysplasia detected in six subjects (46%), focal dysplasia in the vermis in one
      case, and hypoplasia in one subject indicate local failure of cerebellar
      development in 62% of autistic subjects. Detection of flocculonodular dysplasia
      in only one control subject and of a broad spectrum of focal qualitative
      neuropathological developmental changes in 12 of 13 examined brains of autistic
      subjects (92%) reflects multiregional dysregulation of neurogenesis, neuronal
      migration and maturation in autism, which may contribute to the heterogeneity of 
      the clinical phenotype.
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TI  - The challenges of RSV vaccines. Where do we stand?
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AB  - The most realistic way to control RSV infection would be the development of an
      effective and safe vaccine. A formalin-inactivated RSV vaccine was evaluated in
      infants and children in the 1960's which disappointingly was linked with
      aggravation of RSV disease following the natural infection. Two candidate
      vaccines with purified protein F, have been tested, in humans and have been
      considered safe and somewhat immunogenic in seropositive persons providing
      different levels of protection against RSV re-infection. Live attenuated RSV
      vaccines induce local and systemic immunity without producing enhanced disease
      upon exposure of the vaccinee to the wild virus. Plasmid DNA vaccines were also
      evaluated in mice and elicited balanced systemic and pulmonary Th1/Th2 response
      without inducing an atypical pulmonary inflammatory reaction following the RSV
      challenge in cotton rats. Gene gun vaccination, a method to overcome the problem 
      of DNA quantity, has been associated with a Th-2 biased response. Recent patents,
      such as plant vaccines, combined vaccines, attempted to invent new techniques for
      the generation of safe and effective vaccines. The new RSV vaccines should
      overcome many obstacles before being established as effective vaccines for the
      control of RSV infections especially for the young infants who are more
      susceptible to the virus.
AD  - 3rd Department of Pediatrics, Attikon University Hospital, Athens University,
      Athens, Greece.
FAU - Fretzayas, Andrew
AU  - Fretzayas A
FAU - Moustaki, Maria
AU  - Moustaki M
LA  - eng
PT  - Journal Article
PL  - Netherlands
TA  - Recent Pat Antiinfect Drug Discov
JT  - Recent patents on anti-infective drug discovery
JID - 101266084
RN  - 0 (Adjuvants, Immunologic)
RN  - 0 (Respiratory Syncytial Virus Vaccines)
RN  - 0 (Vaccines, DNA)
RN  - 0 (Vaccines, Subunit)
SB  - IM
MH  - Adjuvants, Immunologic/pharmacology/therapeutic use
MH  - Animals
MH  - Child
MH  - Genetic Vectors/immunology/therapeutic use
MH  - Humans
MH  - Infant
MH  - Lung/immunology/virology
MH  - Mice
MH  - Patents as Topic
MH  - Rats
MH  - Respiratory Syncytial Virus Infections/epidemiology/genetics/*prevention &
      control
MH  - Respiratory Syncytial Virus Vaccines/immunology/*therapeutic use
MH  - Respiratory Syncytial Virus, Human/genetics/immunology
MH  - Vaccination/*methods/*trends
MH  - Vaccines, DNA/immunology/therapeutic use
MH  - Vaccines, Subunit/immunology/therapeutic use
EDAT- 2010/02/17 06:00
MHDA- 2010/09/18 06:00
CRDT- 2010/02/17 06:00
PHST- 2009/12/08 [received]
PHST- 2009/01/04 [accepted]
AID - BSP/PRI/EPUB/00001 [pii]
PST - ppublish
SO  - Recent Pat Antiinfect Drug Discov. 2010 Jun;5(2):99-107.

PMID- 20155504
OWN - NLM
STAT- MEDLINE
DA  - 20100215
DCOM- 20100615
IS  - 1618-1255 (Electronic)
VI  - 98
IP  - 1
DP  - 2010 Feb
TI  - Three-dimensional observation of the mouse embryo by micro-computed tomography:
      composition of the trigeminal ganglion.
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AB  - The purpose of this study was to demonstrate a micro-computed tomography (CT)
      method for observations of the mouse embryo. At 13.0 days post-coitum, mouse
      embryos were fixed in 4% paraformaldehyde for 24 h and stained en bloc by osmium 
      tetroxide overnight. The embryos were then embedded in paraffin using standard
      methods for 24 h. Specimens were analyzed by micro-CT and image processing was
      performed. Organs containing nervous and blood systems could be viewed as a
      result of different osmium-staining densities. The trigeminal ganglion was imaged
      using three-dimensional techniques. Observation of the embryo was possible by
      micro-CT with osmium tetroxide staining.
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TI  - New insights in the pathogenesis of atopic disease.
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AB  - A causal link between the increasing environmental pollution and the fast
      spreading of allergic diseases is currently discussed. The exogenic and endogenic
      noxious agents contributing to the total environmental load are primarily acting 
      through immunotoxic, sensitizing and neurotoxic mechanisms in animal experiments 
      and in humans. Beside classic allergic-triggering factors (allergen potency,
      intermittent exposure to different allergen concentrations, presence of microbial
      bodies and sensitizing phenols), the adjuvant role of environmental pollutants
      gains increasing importance in allergy induction. Our therapy experience with
      more than 18.000 atopic eczema patients shows that beside allergic reactions
      pseudoallergic mechanisms through toxic environmental agents (formaldehyde,
      industrial and traffic smog, wood preservatives, microbial toxins, additive-rich 
      food, nicotine, alcohol, pesticides, solvents, amalgam-heavy metals) are
      increasingly incriminated as causal factors for the complex symptomatology. The
      avoidance and elimination of such triggering factors before and during pregnancy 
      and in early childhood may result in a significant decrease of the incidence of
      atopic diseases.
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TI  - The expressions of bHLH gene HES1 and HES5 in advanced ovarian serous
      adenocarcinomas and their prognostic significance: a retrospective clinical
      study.
PG  - 989-96
AB  - PURPOSE: Notch signaling was recently found to be associated with prognosis of
      some cancers. The aim of the study is to investigate significance of the
      expression of HES1/HES5 protein, downstream effectors of Notch, in prognosis of
      the patients with advanced ovarian epithelial cancers. METHODS: Formalin-fixed,
      paraffin embedded tissues and clinic-pathological parameters from 61 patients
      with FIGO stage IIIc-IV ovarian serous adenocarcinoma were collected, the
      expression of HES1 and HES5 protein were immunohistochemically detected, and the 
      association of HES1 and HES5 expression with survival of the patients were
      analyzed. RESULTS: The expressions of both HES1 and HES5 in adenocarcinoma were
      significantly higher than those in adenoma and normal control (chi(2) = 32.915, P
      = 0.000 and chi(2) = 46.863, P = 0.000 respectively). Overall survival and
      disease-free period were longer in HES1 low-expression patients (median 43.0 and 
      22.0 months) than those in high-expression patients (median 24.0 and 14.5
      months). Of those, Overall survival period of patients with HES1 low-expression
      was significantly longer than that of those with high-expression (chi(2) = 4.049,
      P = 0.044). Univariate analysis and multivariate Cox regression model did not
      show that HES1 or HES5 expression was a factor associated with survival of
      advanced ovarian serous adenocarcinoma patients. CONCLUSIONS: The expressions of 
      bHLH gene HES1 and HES5 are increased in advanced ovarian serous adenocarcinomas,
      and HES1 high-expression probably is a potential poor prognostic factor for the
      patients.
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TI  - Teratogenic effects of lead acetate on kidney.
PG  - 76-9
AB  - BACKGROUND: Lead remains a considerable occupational and public health problem,
      which is known to cause a number of adverse effects in both men and women.
      Conflicting reports have appeared on lead induced nephrotoxicity in experimental 
      studies in the past. There is hardly any work on its teratogenic effects on
      kidney. Present study was therefore designed to investigate the effects of lead
      acetate on developing kidney. METHODS: Twelve mice were used as experimental
      model and were divided into two groups of six animals each; group A served as
      control group and B was used as an experimental group. Lead acetate (10 mg/kg)
      dissolved in 0.02 ml of distilled water was administered as a single daily dose
      orally to group B whereas weight related amount of distilled water was given to
      group A for the entire period of experiment. On 18th day of gestation foetuses
      were dissected free of uterine wall under the dissecting microscope and were
      sacrificed; kidneys were removed and fixed in 10% formalin, dehydrated in
      ascending grades of alcohol, cleared in xylene and infiltrated with filtered
      paraffin. The paraffin blocks were made and five micron thin sections were
      obtained using a rotary microtome. The sections were stained with Hematoxylin and
      eosin and, PAS; these were examined under light microscope. RESULTS: Significant 
      decrease in cortical thickness was observed which varied from 578.61 +/- 1.4
      microm in group A to 515.6 +/- 5 microm in group B (p < 0.001). Diameter of renal
      corpuscles varied from 57.7 +/- 0.07 microm in group A to 50.5 +/- 0.07 microm in
      group B (p < 0.001). Moderate cortical tubular atrophy showing thickening of
      endothelial basement membrane in glomeruli, desquamated epithelium with
      degenerated nuclei in proximal and distal tubules were observed in group B in
      contrast to group A. CONCLUSION: The results of the investigation indicated that 
      lead acetate administration to the dams produced deleterious effects on the
      developing kidney in mice.
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TI  - Absence of human bocavirus from deceased fetuses and their mothers.
PG  - 186-8
AB  - BACKGROUND: The human bocavirus (HBoV), a newly discovered parvovirus, is closely
      related to the bovine parvovirus and the canine minute virus, which are known to 
      cause adverse pregnancy outcomes. Another human parvovirus, B19, can lead to
      fetal hydrops, miscarriage and intrauterine fetal death (IUFD). OBJECTIVES: To
      determine the prevalence of HBoV DNA in aborted fetuses and IUFDs. The HBoV
      serology of the mothers was also studied. STUDY DESIGN: We retrospectively
      studied all available fetuses (N=535) autopsied during 7/1992-12/1995, and
      1/2003-12/2005 in Helsinki, Finland. All available formalin-fixed
      paraffin-embedded fetal tissues - placenta, heart and liver - of 120
      miscarriages, 169 IUFDs, and 246 induced abortions were studied by quantitative
      PCR. We also measured the HBoV IgM and IgG antibodies in the corresponding
      maternal sera (N=462) mostly of the first trimester. The IgM-positive sera
      underwent HBoV PCR. RESULTS: None of the fetal tissues harbored HBoV DNA. A total
      of 97% (448/462) of the mothers were positive for IgG antibodies to HBoV, while
      only 0.9% (4/462) exhibited HBoV-specific IgM antibodies without viremia or
      respiratory symptoms. One IgM-positive mother had an unexplained fetal loss.
      CONCLUSIONS: We did not find HBoV DNA in any of the deceased fetuses. Almost all 
      pregnant women were HBoV-IgG positive.
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TI  - Long-term exposure to indoor air pollution and wheezing symptoms in infants.
PG  - 159-67
AB  - Long-term exposure to air pollution is suspected to cause recurrent wheeze in
      infants. The few previous studies have had ambiguous results. The objective of
      this study was to estimate the impact of measured long-term exposure to indoor
      air pollution on wheezing symptoms in infants. We monitored wheezing symptoms in 
      diaries for a birth cohort of 411 infants. We measured long-term exposure to
      nitrogen oxides (NO(x)), NO(2), formaldehyde, PM(2.5) and black smoke in the
      infants' bedrooms and analyzed risk associations during the first 18 months of
      life by logistic regression with the dichotomous end-point 'any symptom-day'
      (yes/no) and by standard linear regression with the end-point 'number of
      symptom-days'. The results showed no systematic association between risk for
      wheezing symptoms and the levels of these air pollutants with various indoor and 
      outdoor sources. In conclusion, we found no evidence of an association between
      long-term exposure to indoor air pollution and wheezing symptoms in infants,
      suggesting that indoor air pollution is not causally related to the underlying
      disease. Practical Implications Nitrogen oxides, formaldehyde and fine particles 
      were measured in the air in infants' bedrooms. The results showed no evidence of 
      an association between long-term exposure and wheezing symptoms in the COPSAC
      birth cohort.
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TI  - Frequency of bacille Calmette-Guerin (BCG) and Mycobacterium tuberculosis in
      tissue biopsy specimens of children vaccinated with BCG.
PG  - 102-6
AB  - Vaccination of all newborns with bacille Calmette-Guerin (BCG) vaccine is a
      standard practice in developing countries. Disseminated mycobacterial infection
      in an immunocompromised child can be caused by BCG and other mycobacteria. A
      total of 21 patients with a histopathologic diagnosis of mycobacterial infection 
      were studied in a period of 4 years. DNA was extracted from formalin-fixed,
      paraffin-embedded tissues. Real-time polymerase chain reaction was performed to
      determine the mycobacterial species. The overall sensitivity of the assay was
      71.5%. The prevalence rates of BCG, Mycobacterium tuberculosis, and other
      mycobacteria in the positive results were 80% (12/15), 13% (2/15), and 7% (1/15),
      respectively.
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TI  - Hepatitis C-associated hepatocellular carcinomas in non-cirrhotic livers.
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AB  - Chronic hepatitis C viral infection can lead to cirrhosis and hepatocellular
      carcinoma. It is generally believed that hepatitis C infection is not oncogeneic 
      per se, but that the presence of cirrhosis determines the increased risk for
      hepatocellular carcinoma. However, a search of surgical pathology files from two 
      large tertiary care centers for the years 2001-2008 identified a total of 18
      hepatocellular carcinomas in non-cirrhotic livers with chronic hepatitis C
      infection. In six cases the background livers showed bridging fibrosis, while the
      remainder showed lower stages of fibrosis. Cases were negative for clinical and
      serological evidence of hepatitis B co-infection, and occult hepatitis B test was
      negative by PCR of formalin-fixed, paraffin embedded tissues. The tumors were
      also negative for TP53, exon 7, codon 249 mutations, a characteristic mutation
      strongly linked to aflatoxin exposure. The hepatocellular carcinomas had typical 
      histology with no enrichment for unusual growth patterns or histological
      features. Among all resected hepatocellular carcinomas in non-cirrhotic livers
      over this time period, the prevalence of 16% with HCV infection was significantly
      greater than that expected by chance. In conclusion, these results demonstrate
      that hepatocellular carcinomas can arise in livers chronically infected with
      hepatitis C but without cirrhosis. These findings raise the possibility that in
      some cases hepatitis C infection and inflammation can be directly oncogeneic. It 
      is also possible that established cirrhosis may have regressed in some cases.
      Regardless of the mechanism, these findings highlight an important and previously
      under-recognized risk for hepatocellular carcinoma in HCV-infected individuals
      who do not have cirrhosis.
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TI  - Structural abnormalities of the pulmonary trunk in tetralogy of Fallot and
      potential clinical implications: a morphological study.
PG  - 1883-90
AB  - OBJECTIVES: The purpose of this study was to determine whether intrinsic
      histological abnormalities of the pulmonary trunk (PT) are present from birth and
      interact with palliative surgery and/or repair. BACKGROUND: Little is known about
      PT histology in patients with tetralogy of Fallot (TOF), especially in the era of
      surgical intervention in childhood. METHODS: We studied 39 formalin-fixed
      necropsy heart specimens with TOF and compared them with 17 normal control heart 
      specimens. Sections of the PT and aorta were studied by light microscopy using
      various stains; histological findings were graded according to severity. RESULTS:
      Among the TOF group (1 fetus, 11 infants, 14 children, and 13 adults), 11
      patients had undergone palliative and 10 patients had undergone reparative
      surgery at a median age of 8 years (range 2.5 to 18 years). Histological changes 
      of grade 2 or higher were present in 59% (medionecrosis), 36% (fibrosis), 56%
      (cystlike formation), and 56% (abnormal elastic tissue configuration) of TOF
      patients. Total histology grading scores were higher in TOF hearts (median 6,
      range 1 to 9) compared with controls (median 1, range 0 to 6; p < 0.0001).
      Histological abnormalities were present among infants (median score 3.5, range 1 
      to 9) and after palliative surgery (median score 5, range 2 to 9) or repair
      (median score 7.5, range 4 to 9). CONCLUSIONS: Marked histological abnormalities 
      in the PT of hearts with TOF exist compared with controls. These changes were
      present from infancy and among patients who had undergone palliative or
      reparative surgery, although operations in this cohort were performed late. Our
      data suggest that structural abnormalities of the PT, similar to these recently
      shown in the aorta, are intrinsic.
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TI  - Prevalence of multi-gastrointestinal infections with helminth, protozoan and
      Campylobacter spp. in Guatemalan children.
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AB  - BACKGROUND: The prevalence of multi-infections with helminthes, protozoans and
      Campylobacter spp. in Guatemalan children is a reflection of differences in the
      risk factors related to pathogen transmission. METHODOLOGY: Two hundred and
      eighty-nine fecal samples were collected from children of the Guatemalan
      highlands and patterns of pathogen occurrences were evaluated using an
      immunoassay for Campylobacter spp., a formalin-ether concentration followed by
      observation of unstained slides for helminthes and trichome stains of fecal
      smears for protozoans. Specimens were examined microscopically using 100, 400 and
      1000x magnification. RESULTS: Prevalence of Ascaris lumbricoides, Campylobacter
      spp., Giardia duodenalis, Entamoeba histolytica/E. dispar and Trichuris trichiura
      were 55.1%, 30.8%, 21.5%, 19.8% and 19.4%, respectively. Overall, the prevalence 
      of at least one intestinal pathogen was 85.5%. Multi-infections were found in 43%
      of the children harboring pathogens. CONCLUSIONS: Infections with Campylobacter
      spp., E. histolytica/E. dispar, T. trichiura and G. duodenalis were closely
      associated with the presence of co-infection with A. lumbricoides. T. trichiura
      infection was related to co-infection with A. lumbricoides and Campylobacter spp.
      Infections with G. duodenalis and T. trichiura were related to co-infections with
      either Campylobacter spp. or E. histolytica/E. dispar. The prevalence of
      multi-gastrointestinal infections with helminthes, protozoans and Campylobacter
      spp. in children was found to be related to age and gender.
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TI  - Increased tissue factor expression and poor nephroblastoma prognosis.
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AB  - PURPOSE: There is potential interaction between malignant cell growth and the
      coagulation pathway. Recent studies suggest that tissue factor, a primary
      initiator of the extrinsic coagulation pathway, is expressed in various solid
      tumors in association with increased angiogenesis. To our knowledge we report for
      the first time the detection of tissue factor expression by immunohistochemistry 
      in Wilms tumors and its correlation with clinical outcomes. MATERIAL AND METHODS:
      Tissue factor expression detected by immunohistochemistry was assessed in 41
      formalin fixed, paraffin embedded Wilms tumor cases treated at university
      hospitals. We correlated findings with tumor recurrence and cancer specific
      survival. RESULTS: Positive immunohistochemistry detection of tissue factor was
      observed in 88.3% of the tumors analyzed. Tissue factor on immunohistochemistry
      was associated with tumor recurrence and survival (p = 0.01 and 0.02,
      respectively). Increased immunohistochemical detection of tissue factor was the
      most important risk factor for recurrence and mortality in our population on
      bivariate and multivariate analysis. CONCLUSIONS: Tissue factor is a promising
      research subject as a prognostic factor for Wilms tumor. More studies are needed 
      to clarify the mechanisms by which tissue factor affects cancer progression and
      outcome, and its potential role as a therapeutic target.
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TI  - Malignant tumours of childhood in Zaria.
PG  - 19-23
AB  - BACKGROUND: The increased prevalence of hitherto uncommon tumours in children in 
      our geographic setting formed the basis for this study. This study aimed to
      determine the current histopathologic distribution pattern of paediatric
      malignancies in Zaria. MATERIALS AND METHODS: An eight year (2000-2007)
      consecutive analysis of malignant tumours in children ages 0 to 15 years in a
      referral University laboratory. All tissue biopsies were fixed in 10% formalin
      and processed in wax. Tumours were characterised histologically into tissues of
      origin and categorised into three age groups; <1 year, 1-5 years and 6-15 years. 
      RESULT: 189 children with malignant tumours were analysed. They showed a male
      preponderance (M: F; 1.2: 1.0) and their ages ranged from 5 days to 15 years.
      Tumours of mesenchymal origin were the commonest (115: 60.8%) while epithelial
      tumours including germ cell tumours accounted for 74 (39.2%) cases. The age group
      1-5 years had the highest epithelial tumours while age group 6-15 years had the
      most tumours with 102 (54%) cases overall. The five commonest tumours over-all
      were rhabdomyosarcoma, Burkitt lymphoma, retinoblastoma, non-Hodgkin's lymphoma
      and nephroblastoma. Germ cell tumours affected the ovary predominantly and two of
      the endodermal sinus tumour cases were seen in the testis of an eighteen month
      child and sacrococcygeum of a 5 year old girl, respectively. Of the six immature 
      teratoma cases, four were cutaneous in distribution. The vascular tumours
      included epithelioid haemangioendothelioma, haemangioblastoma and Dabska tumour
      and they accounted for (5.8%) of all tumours seen. The commonest sites of
      occurrence of these tumours were the oculo-orbital, jaw, head and neck regions
      with 82 cases (43.4%) while lymph nodes were involved in 31 (16.4%) cases.
      CONCLUSION: The distribution and occurrence of malignant tumours in children is
      age related. Lymphomas were the commonest tumours overall while retinoblastoma
      and Burkitt lymphoma were the commonest tumours affecting children below 5 years 
      and 6-10 years old, respectively, in our centre. The head region and lymph nodes 
      were the sites of predilection for majority of these tumours.
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TI  - Lack of association of high-risk human papillomavirus in ocular surface squamous 
      neoplasia in India.
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AB  - CONTEXT: Ocular surface squamous neoplasia (OSSN) represents a spectrum of ocular
      surface tumors ranging from intraepithelial to invasive. The genesis of OSSN is
      multifactorial, possibly including human papillomavirus (HPV) infection, the role
      of which is controversial. OBJECTIVE: To evaluate the role of high-risk HPV16 and
      HPV18 in OSSN. DESIGN: Retrospective and prospective noncomparative case series. 
      In this study, histologically proven cases of OSSN were evaluated in
      formalin-fixed, paraffin-embedded sections (n = 50) and fresh tissues (n = 7) for
      the presence of HPV by polymerase chain reaction using MY09/MY11 consensus
      primers, HPV16 and HPV18 type-specific primers, and in situ
      hybridization-catalyzed reporter deposition (ISH-CARD). Cervical tumors (n = 19) 
      along with SiHa and HeLa cell lines served as positive controls for HPV analysis.
      RESULTS: The study included 48 patients with OSSN who accounted for 57 specimens,
      with a median patient age of 28.5 years (range, 1.5-70 years). These specimens
      included 36 squamous cell carcinomas and 21 conjunctival intraepithelial
      neoplasias. All of the cases were found to be negative for high-risk HPV using
      polymerase chain reaction and ISH-CARD assay, whereas the SiHa and HeLa cell
      lines were appropriately positive. Of the cervical tumors that served as positive
      controls, 18 were positive for HPV16, and 1 was positive for HPV18. CONCLUSIONS: 
      Sensitive, type-specific polymerase chain reaction for detection of HPV16 and
      HPV18, polymerase chain reaction assay for consensus HPV sequences, and ISH-CARD 
      did not show the presence of high-risk HPV in OSSN. Thus, HPV appears to play no 
      significant role in the etiology of OSSN in India.
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TI  - Use of ultrasound biomicroscopy to image human ovaries in vitro.
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AB  - OBJECTIVES: To test the hypothesis that ultrasound biomicroscopy is an effective 
      tool for imaging human ovaries in vitro. METHODS: This was a prospective,
      observational study of 11 women (mean age, 48.9 +/- 2.3 years; range, 40-65
      years) undergoing unilateral or bilateral oophorectomy. Ovaries were obtained in 
      the operating room and imaged in a cooled saline bath using conventional
      two-dimensional (2D) ultrasound. Follicles identified using conventional 2D
      ultrasound were then imaged in a cooled saline bath using ultrasound
      biomicroscopy. Ovaries were then placed in 10% neutral-buffered formaldehyde and 
      transported to the Pathology Department for histological evaluation. Digital
      images of individually identified ovarian follicles using conventional
      ultrasound, ultrasound biomicroscopy and histology were obtained (n = 22).
      Thicknesses of the follicle wall, granulosa layer and theca interna layer were
      measured using standardized techniques. RESULTS: The imaging sensitivity, defined
      as the smallest follicle visualized, was greater using ultrasound biomicroscopy
      (0.33 +/- 0.07 mm) than it was using conventional ultrasound (1.5 +/- 0.21 mm; P 
      < 0.0001). The mean follicle wall thickness was greater using conventional
      ultrasound (0.675 +/- 0.039 mm) compared with ultrasound biomicroscopy (0.254 +/-
      0.017 mm), which in turn, was greater than that measured by histology (0.160 +/- 
      0.009 mm) (P < 0.0001). The mean granulosa and theca layer thickness
      measurements, respectively, were greater using ultrasound biomicroscopy (0.067
      +/- 0.004 mm; 0.186 +/- 0.014 mm) compared with histology (0.034 +/- 0.002 mm;
      0.126 +/- 0.008 mm) (P < or = 0.001). Protrusions from the follicle wall into the
      antrum, believed to represent cumulus-oocyte complexes, were visualized in five
      of 22 follicles using ultrasound biomicroscopy. CONCLUSIONS: The ultrasound
      biomicroscope was an effective tool to image human ovaries in vitro. Ultrasound
      biomicroscopy provided greater sensitivity and resolution for imaging ovarian
      follicles compared with conventional 2D ultrasonographic techniques.
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TI  - New insight into the bony labyrinth: a microcomputed tomography study.
PG  - 155-61
AB  - OBJECTIVES: To visualize and quantify the morphology and mineralization of the
      developing fetal human bony labyrinth, using 3D-microcomputed tomography
      (3D-microCT) imaging. METHODS: Eleven right temporal bones from late second and
      third trimester fetuses were used in this prospective pilot study. After fixation
      in 10% formalin solution, all samples underwent a microcomputed tomography
      (microCT) scan, permitting the 3D imaging of the bony labyrinth as well as the
      quantitative assessment of mineral density, angular distances and dimensions of
      inner ear components the progression of ossification was precised with
      histological observations. RESULTS: Our findings show different rates of growth
      among the semicircular canals, the vestibular aqueduct, the oval window, the
      round window and the cochlea. The final sizes of the cochlea and round window are
      achieved at 23 weeks of gestation, with heights of 5mm and 2mm, respectively. The
      oval window reaches adult size at 35 weeks, whereas the vestibular aqueduct will 
      attain adult size after birth. An increasing degree of torsion of each
      semicircular canal is observed during fetal development. The superior
      semicircular canal achieves adult size at 24 weeks, before the posterior and the 
      lateral canals (25 weeks). The time-course of ossification and mineralization
      observed in structures and confirmed by histology. CONCLUSIONS: During this
      developmental period poorly studied until now, our findings suggest that each
      part of the bony labyrinth follows distinct growth and ossification kinetics
      trajectories, some of these reaching their adult size only after birth.
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TI  - Indoor formaldehyde and acetaldehyde levels in the province of Bari, South Italy,
      and estimated health risk.
PG  - 955-61
AB  - Indoor and outdoor formaldehyde and acetaldehyde levels were assessed to
      characterize pollution in dwellings in the city and the Province of Bari, also
      taking into account seasonal variability, and to investigate health effects of
      aldehyde exposure on the general population. In 2007, passive environmental
      monitoring was performed, for 24 hours, in the kitchen of 59 dwellings, as well
      as outdoors for 27 of them. A questionnaire probing personal and home
      characteristics was administered to all 182 subjects habitually resident in the
      homes. During the period January-June 2008, formaldehyde and acetaldehyde levels 
      were monitored monthly in 20 of the investigated dwellings inhabited only by non 
      smokers. Indoor formaldehyde and acetaldehyde concentrations were significantly
      higher (16.0 +/- 8.0 and 10.7 +/- 8.8 microg m(-3)) than outdoor concentrations
      (4.4 +/- 1.7 and 3.4 +/- 2.0 microg m(-3)), showing a correlation between indoor 
      levels of the two aldehydes (r = 0.41; p = 0.001). In dwellings inhabited only by
      non smokers, formaldehyde concentrations were higher in the presence of furniture
      bought new or restored less than one year before (p = 0.03). Formaldehyde and
      acetaldehyde levels were significantly higher in winter months than in
      spring-summer months (F = 2.86, p = 0.02; F = 5.39, p < 0.001) and seemed to be
      influenced by the time that kitchen windows were kept open. As regards the
      effects on human health, a low prevalence of allergic disease and no association 
      between any irritant or allergic complaints and indoor levels of the two
      aldehydes was observed. In conclusion, the results showed low indoor and outdoor 
      concentrations of formaldehyde and acetaldehyde, not generally posing a risk for 
      human health.
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TI  - Sudden infant death syndrome and Ljungan virus.
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AB  - Ljungan virus (LV) has recently been associated with perinatal death in its
      natural rodent reservoir and also with developmental disorders of reproduction in
      laboratory mice. A strong epidemiological association has been found between
      small rodent abundance in Sweden and the incidence of intrauterine fetal death
      (IUFD) in humans. LV antigen has been detected in half of the IUFD cases tested. 
      The question was therefore raised whether sudden infant death syndrome (SIDS)
      might be associated with rodent abundance, and whether the virus is present in
      cases of SIDS. Variation in the incidence of SIDS using the Swedish
      cause-of-death database tracked the changes in the population fluctuations of
      native rodents. Formalin-fixed tissues from the brain, heart, and lung were
      investigated from cases of SIDS, SIDS with lymphocytic infiltration of the
      myocardium (myocarditis) and myocarditis cases using LV specific
      immunohistochemistry (IHC). Ljungan virus was detected in the brain, heart, and
      lung tissue from all three of the patient categories investigated using IHC.
      These studies suggest that LV may play a prominent role in infant death, and that
      IUFD and SIDS may have common etiological underpinnings.
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TI  - Frequency and risk factors for intestinal parasitic infection in children under
      five years age at a tertiary care hospital in Karachi.
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AB  - OBJECTIVE: To assess the frequency and risk factors for intestinal parasitic
      infection in children under five years age at a tertiary care hospital, Karachi. 
      METHODS: A cross sectional survey of 269 children under five years was conducted 
      at a tertiary care hospital on a pretested self-administered questionnaire. Stool
      smears were examined under light microscope with direct saline smear and lugol's 
      iodine solution. Parasitic detection was confirmed by formalin ethyl acetate
      concentration method. RESULTS: Stool test positive for parasites was found in 185
      (68.8%) children. Majority of children 144 (53.5%) were among 4-5 years of age.
      Less than one third (20.4%) showed moderate malnutrition (p = 0.05) while 44.6%
      were found to have mild anaemia (p < 0.001). Giardia lamblia was the most common 
      parasite (25.3%) identified. Only 40% of children were found to wash hands with
      soap after using the toilet (p < 0.001). Eating mud/pica was present in 36%
      children (p < 0.001). Less than half (48%) of the mothers said that they do not
      purify drinking water (p < 0.001). CONCLUSION: The frequency of intestinal
      parasitic infection was found to be high among children under five years. Major
      contributory factors were lack of hand washing and drinking unpurified water
      along with habit of eating mud/pica. This study identifies at-risk population of 
      less than five years of age who could benefit from health education of parents.
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TI  - Morphological changes in human placenta of wet snuff users.
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AB  - BACKGROUND: Wet snuff is commonly used by both males and females in different
      parts of Pakistan. Apart from other ingredients, tobacco is the major component
      of snuff. Adverse effects of smoking on morphology of human placenta have been
      shown by some previous studies. But snuff is not considered as dangerous as
      smoking during pregnancy. This study was designed to see the effects of snuff on 
      morphology of human placenta. METHODS: In present study total 80 human placentae,
      40 from normal and 40 from snuff users were used. This study was carried out in
      the Department of Anatomy Basic Medical Sciences Institution (BSMI) Karachi.
      Duration of study was six months. Samples were obtained from Gynaecology and
      Obstetric unit-I JPMC. Placentae washed well with running tap water to remove
      blood clots. Umbilical cord and other membranes were removed and placenta gently 
      squeezed to expel the foetal blood. Gross features like weight, diameters,
      central thickness and attachment of umbilical cord were noted in normal and snuff
      users' placentae. Then placentae were preserved in 10% formalin for at least five
      days before the sectioning for micromorphology. Placentae divided in two groups-A
      & B. 4 microm thick sections of the tissue were taken on rotary microtome and
      stained with H & E, Mallorys trichrome and methanamine silver for different
      histological observations. RESULTS: Micromorpholgical changes have been observed 
      in placentae of snuff users leading to loss of functional components of
      placentae. This loss of functional component may have deleterious effects on
      outcome of pregnancy. No significant gross morphological changes were found in
      snuff user placentae. CONCLUSION: Wet snuff effect the micromorphology of
      placenta leading to loss of functional component and in turn effects the exchange
      of materials between mother and foetus which may leads to intrauterine growth
      retardation. Loss of trophoblasts may lead to hormonal imbalance necessary for
      normal pregnancy and this imbalance can cause premature labour. Nocotine can
      cross the placental barrier, which may produce foetal tachycardia.
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TI  - Assessment and predictor determination of indoor aldehyde levels in Paris newborn
      babies' homes.
PG  - 314-23
AB  - Exposure to indoor chemical air pollutants expected to be potentially involved in
      allergic respiratory diseases in infants is poorly documented. A specific
      environmental investigation included in a birth cohort study was carried out to
      first assess indoor airborne aldehyde levels, using passive devices and their
      variability within 1 year (1, 6, 9 and 12 months) in the bedroom of 196 Paris
      infants, and second, to identify predictors for aldehyde concentrations using
      interviewer administered questionnaires about housing factors. Comfort parameters
      and carbon dioxide levels were measured simultaneously. Aldehydes were detected
      in almost all dwellings and geometric mean levels (geometric standard deviation) 
      at the first visit were respectively for formaldehyde, acetaldehyde, hexanal, and
      pentanal 19.4 (1.7) microg/m(3), 8.9 (1.8) microg/m(3), 25.3 (3.1) microg/m(3),
      3.7 (2.3) microg/m(3), consistent with earlier published results. Generalized
      Estimating Equation multivariate analyses showed that, apart from comfort
      parameters, aeration and season, the main indoor aldehyde sources were either
      continuous (building materials and coverings especially when they were new) or
      discontinuous (smoking, use of air fresheners and cleaning products, DIY etc...).
      Finally, the data collected by questionnaires should be sufficient to enable us
      to classify each infant in our cohort study according to his/her degree of
      exposure to the main aldehydes. PRACTICAL IMPLICATIONS: This analysis contributed
      to document indoor aldehyde levels in Parisian homes and to identify factors
      determining these levels. In the major part of newborn babies' homes, indoor
      formaldehyde levels were above the guideline value of 10 microg/m(3) proposed by 
      the French Agency for Environmental and Occupational Health Safety for long-term 
      exposure. Given this result, it is essential to study the health impact of
      exposure to aldehydes especially formaldehyde on the incidence of respiratory and
      allergic symptoms, particularly during the first months of life.
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TI  - Mucosal nerve deficiency in chronic childhood constipation: a postmigration
      defect?
PG  - 773-82
AB  - PURPOSE: Idiopathic chronic childhood constipation (ICCC) includes children who
      are severely constipated and who are resistant to behavioral or medical
      treatments. These children are distinguished from those with Hirschsprung's
      disease (HSCR) by the presence of enteric ganglia in rectal biopsy specimens. We 
      investigated potential autonomic dysfunction by examining nerves in rectal
      mucosa. METHODS: Immunostaining, confocal microscopy, and nerve analysis were
      performed on formalin-fixed and on Zamboni-fixed rectal biopsy specimens from
      children who were severely constipated. A computer-assisted neuron tracing
      technique was used to determine mucosal nerve density in Zamboni-fixed biopsy
      sections. RESULTS: Nerves in Zamboni-fixed biopsy specimens were better stained
      than in formalin-fixed biopsy specimens. Regardless of fixation method, a
      deficiency of mucosal nerves was observed in ICCC when compared to children who
      are not constipated. Analysis of autotraced mucosal nerves confirmed the
      deficiency in ICCC biopsy specimens. Mucosal nerves were also severely deficient 
      in patients with HSCR, even in transitional segments that contained ganglia.
      CONCLUSIONS: Most patients with ICCC had decreased innervation of the rectal
      mucosa. Because mucosal nerves are critical for the peristaltic reflex, water
      secretion, and absorption, their deficiency can be related to patient
      constipation. Mucosal nerve density provides a pathologic basis for diagnosis of 
      dysfunction in children who do not have HSCR but are chronically constipated. The
      study validates the neuron tracing method for objective evaluation of mucosal
      innervation.
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AB  - In the town of Dimitrovgrad, the total ambient pollution was 14.0-16.2 and
      1.5-1.8 in the west (polluted) and central (pure) districts, respectively. The
      major pollutants were nitric dioxide, sulfur dioxide, carbon dioxide, phenol, and
      formaldehyde. In the women living in the west district, the major reproductive
      functional abnormalities were bacterial vaginosis, neurometabolic-endocrine
      syndrome, and chronic small pelvic inflammatory diseases. The findings are
      indicative of a significant impairment in the physiological relationship between 
      the values of hormones and immunity in patients with the neurometabolic-endocrine
      syndrome from the polluted district versus those with the same syndrome from the 
      pure district and versus healthy women.
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TI  - Congenital pouch colon associated with anorectal malformation-histopathologic
      evaluation.
PG  - 600-6
AB  - BACKGROUND: Although enough literature is available on the descriptive and the
      management aspects of congenital pouch colon (CPC) associated with anorectal
      malformation (ARM), there is paucity of its detailed histopathologic studies. The
      present article details the histopathologic observations in the excised specimens
      of CPC in the neonates operated on for ARM. MATERIAL AND METHODS: Formalin-fixed 
      specimens of CPC were evaluated both grossly and microscopically. They were
      stained by H&E stain and Masson trichrome stain. RESULTS: Haustrations and tenia 
      coli were uniformly absent in all the CPC specimens. Mucosa showed focal erosion,
      hemorrhage, and disruption in the muscularis mucosae. Submucosa showed congested 
      blood vessels, hemorrhage, and thrombosis. Both the circular and the longitudinal
      muscle layers showed hypertrophic and atrophic appearance. Both the muscle layers
      also showed disruption. There was presence of fibrosis in all the muscular layers
      on Masson trichrome stain. There was presence of unique constriction bands in the
      muscularis propria. These were seen as focal dipping and narrowing of the
      muscular layers at intermittent intervals. They were more prominent in the
      circular muscle layers. CONCLUSION: Congenital pouch colon seen in association
      with ARM is an abnormally developed tissue and needs to be resected for better
      functional outcome of the remaining gut. However, further physiologic and
      immunohistochemical studies are warranted to observe the contractile and
      innervation pattern of CPC.
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TI  - Myocardial inflammation, cellular death, and viral detection in sudden infant
      death caused by SIDS, suffocation, or myocarditis.
PG  - 17-21
AB  - The significance of minor myocardial inflammatory infiltrates and viral detection
      in SIDS is controversial. We retrospectively compared the demographic profiles,
      myocardial inflammation, cardiomyocyte necrosis, and myocardial virus detection
      in infants who died of SIDS in a safe sleep environment, accidental suffocation, 
      or myocarditis. Formalin-fixed, paraffin-embedded myocardial sections were
      semiquantitatively assessed for CD3 lymphocytes and CD68 macrophages using
      immunohistochemistry and for cardiomyocyte cell death in H&E-stained sections.
      Enteroviruses and adenoviruses were searched for using PCR technology. The means 
      of lymphocytes, macrophages, and necrotic cardiomyocytes were not statistically
      different in SIDS and suffocation cases. Enterovirus, not otherwise specified,
      was detected in one suffocation case and was the only virus detected in the three
      groups. Very mild myocardial lymphocyte and macrophage infiltration and scattered
      necrotic cardiomyocytes in SIDS are not pathologic, but may occur after the
      developing heart is exposed to environmental pathogens, including viruses.
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TI  - Expression of cell cycle biomarkers and telomere length in papillary thyroid
      carcinoma: a comparative study between radiation-associated and spontaneous
      cancers.
PG  - 1-8
AB  - OBJECTIVE: Radiation exposure during childhood is the only well-established risk 
      factor for papillary thyroid carcinoma (PTC). To better define the biologic
      profile of radiation-induced and sporadic PTC, we compared in these two groups of
      PTC the expression of cell cycle regulatory proteins and telomere length.
      METHODS: Cell cycle markers (cyclin A, B1, D1, E, and Ki67) were evaluated on 100
      PTC specimens (26 radiation-induced and 74 sporadic PTCs). The expression of cell
      cycle regulators was studied using immunohistochemistry; telomere length
      heterogeneity was studied using in situ hybridization in a subset of 16
      formalin-fixed samples (8 radiation-induced and 8 sporadic PTCs). RESULTS: At
      multivariate analysis, only cytoplasmic cyclin E staining was overexpressed in
      sporadic cases (P = 0.006). The other cell cycle markers and telomere length did 
      not differ significantly between sporadic PTC and radiation-induced PTC.
      CONCLUSIONS: These markers cannot be used to differentiate radiation-induced from
      sporadic PTCs.
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TI  - Receptor isoforms that mediate estrogen and progestagen action in the female
      lower urinary tract.
PG  - 1474-82
AB  - PURPOSE: Bladder symptoms can be ameliorated by sex steroids but to our knowledge
      the mechanism of action is unknown. Previous studies of steroid receptor
      expression in the bladder did not indicate receptor subtype expression. We report
      the distribution of estrogen and progesterone receptor isoforms in the female
      lower urinary tract. MATERIALS AND METHODS: Prospectively recruited women
      undergoing routine urogynecological or gynecological surgery provided cold cup
      biopsy samples from the bladder dome, trigone, and proximal and distal urethra.
      The samples were immediately frozen or fixed in formalin. After RNA extraction
      transcripts for estrogen receptor alpha and beta, and progesterone receptor A and
      B were noted on reverse transcriptase-polymerase chain reaction using isoform
      specific primers. The precise cellular localization of receptor proteins and
      their relative levels were assessed by immunochemistry in formalin fixed tissue
      sections with isoform specific antibodies. RESULTS: Nine premenopausal and 10
      postmenopausal women were recruited into the study. Two postmenopausal women on
      hormone replacement therapy. Estrogen receptor alpha and beta, and progesterone
      receptor A and B transcripts were detected in whole bladder extracts. Nuclear
      estrogen receptor alpha immunoreactivity was present in squamous epithelium but
      absent from transitional epithelium. Estrogen receptor beta immunoreactivity was 
      expressed in squamous and transitional cell epithelium. Nuclear progesterone
      receptor expression was present in urethral squamous epithelium only.
      Progesterone receptor expression was greater in premenopausal women and in
      postmenopausal women on estrogen. CONCLUSIONS: Estrogen receptor alpha and beta
      genes are transcribed in bladder tissue but only estrogen receptor beta is
      translated into protein, suggesting that the urothelium responds to endogenous
      estrogen via estrogen receptor beta. Progesterone receptor expression is confined
      to urethral squamous epithelium and the major isoform is progesterone receptor A.
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TI  - Apoptosis patterns in eutopic and ectopic endometrium, adhesions and
      normal-looking peritoneum from women with or without endometriosis.
PG  - 195-9
AB  - OBJECTIVE: To assess the apoptosis rate in eutopic and ectopic endometrial
      stromal and glandular cells, normal peritoneum and adhesions in women with
      endometriosis. METHODS: A total number of 97 women with (n:60) and without (n:37)
      histopathologically confirmed endometriosis who underwent laparoscopy or
      laparotomy in the early follicular phase of the menstrual cycles for pain and
      infertility were included in this study. Stage I/II and stage III/IV were
      categorized as early staged and late-staged endometriosis. The endometrial
      samples were obtained with a Novack cannula from the corpus of the uterus.
      Normal-looking peritoneum, peritoneal implants and adhesions were sampled and
      fixed in formaldehyde for immunohistochemical staining with Bcl-2 and Bax. Tissue
      samples were fixed in formaldehyde for the assessment of apoptosis via terminal
      deoxynucleotidyl transferase-mediated deoxyuridine triphosphate nick end labeling
      (TUNEL) and M30 cytoDEATH antibody. RESULTS: The intensity of Bax staining of
      normal-looking peritoneum in early staged endometriosis was higher, compared to
      women with late-staged and women without endometriosis (P = 0.03). However,
      degree of Bcl-2 staining did not differ among early and late-staged endometriosis
      and women without endometriosis (P = 0.1). In terms of Bcl-2 and Bax staining in 
      the stromal and glandular parts of the eutopic endometria, no significant
      differences were detected among three groups. In cases with early- and
      late-staged endometriosis the intensity of Bax and Bcl-2 stainings did not differ
      in both stromal and glandular parts of ectopic endometria. Number of cells with
      positive apoptotic signals assessed via TUNEL (P = 1.0) and M30 cytoDEATH
      antibody (P = 0.59) in normal-looking peritoneum did not differ between three
      groups. In addition, no difference in term of numbers of apoptotic cells obtained
      from adhesions was observed between three groups (for TUNEL, P = 0.29, for M30, P
      = 0.19). CONCLUSIONS: Apoptosis patterns did not differ in the eutopic and
      ectopic endometria as well as adhesions of women with or without endometriosis.
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TI  - Respiratory viruses in pediatric necropsies: an immunohistochemical study.
PG  - 211-6
AB  - Infections of the respiratory system are responsible for the majority of
      hospitalizations and deaths in pediatric patients in developing countries. We
      selected 177 necropsies of pediatric patients who died as a result of serious
      respiratory infections. The histopathological findings and epidemiological data
      were reviewed, and lung tissue samples were separated for immunohistochemistry
      testing. Conventional immunohistochemistry techniques were used to detect viral
      antigens in formalin-fixed, paraffin-embedded (FF-PE) lung tissue samples using a
      pool of monoclonal antibodies against respiratory viruses (respiratory syncytial 
      virus, influenza A and B, adenovirus, and parainfluenza 1, 2, and 3 viruses) as
      primary antibodies. The histopathological findings were classified into
      bronchopneumonia (BCP) and interstitial pneumonitis (IP) patterns. The
      immunohistochemistry results were compared with histopathological patterns and
      epidemiological data. Positive results for viruses were found in 34% and 62.5% of
      the BCP and IP cases, respectively. Males and infants below 1 year of age were
      more frequent in the group that had positive results for viruses. Acute enteritis
      was the main cause of hospitalization and sepsis the most frequent cause of death
      in this group. A clear seasonal distribution was observed, with the majority of
      cases occurring in the 2nd and 3rd trimesters (autumn and winter) of each year in
      the period studied. Immunohistochemistry is an affordable and easy-to-perform
      method for viral-antigen detection in FF-PE tissue samples. Although BCP is a
      classic histopathological pattern found in bacterial infections, it is possible
      that children with serious respiratory infections had concomitant viral and
      bacterial infections, regardless of their previous immunologic state.
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TI  - Parvovirus b19 infection in fetal deaths.
PG  - 1519-25
AB  - BACKGROUND: Parvovirus B19 infection during pregnancy can lead to nonimmune fetal
      hydrops, miscarriage, and intrauterine fetal death (IUFD). Some studies have
      suggested that parvovirus B19 infection may surprisingly often result in
      nonhydropic fetal death during the third trimester, in the absence of maternal
      serological evidence of acute infection. This study was conducted to investigate 
      the prevalence of parvovirus B19 DNA among fetuses from miscarriages and IUFDs.
      METHODS: We retrospectively studied 535 unborn fetuses, including 120 fetuses
      from miscarriages and 169 from IUFDs. The control fetuses were 246 fetuses from
      induced abortions. All fetuses were autopsied from July 1992 through December
      1995 and from January 2003 through December 2005 in Helsinki, Finland. The period
      included a major epidemic of parvovirus B19 infection in 1993. Formalin-fixed,
      paraffin-embedded fetal tissues were studied with use of a highly sensitive and
      specific PCR that was capable of detecting all 3 parvovirus B19 genotypes and by 
      histologic examination. In addition, maternal parvovirus B19 serological status
      was determined. RESULTS: Parvovirus B19 DNA was detected in 5 fetuses with
      gestational ages of 14, 22, 23, 30, and 39 weeks; these included fetuses from 4
      (2.4%) of the 169 IUFDs and 1 (0.8%) of the 120 miscarriages. During the epidemic
      year 1993, the prevalence of parvovirus B19 DNA-positive fetal deaths was 6 times
      the prevalence during nonepidemic years. All 5 mothers of the parvovirus B19
      DNA-positive fetuses had serological signs of acute parvovirus B19 infection
      close to the time of fetal death. The only nonhydropic fetus was full-term.
      CONCLUSIONS: Our findings indicate that the prevalence of parvovirus B19
      infection among fetuses from IUFDs is low. In particular, our findings did not
      verify the claimed high prevalence of third-trimester nonhydropic IUFDs
      associated with parvovirus B19.
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TI  - PAX--FKHR fusion genes and AChR-gamma in Chinese patients with rhabdomyosarcoma: 
      diagnosis using formalin-fixed archival tissues.
PG  - 6-15
AB  - The majority of alveolar RMSs have t(2;13)(q35;q14) or (1:13)(p36;q14),which
      generate PAX3/7 -FKHR fusion genes. Here, the authors detected the PAX3/7-FKHR
      fusion transcripts in 17 formalin-fixed, paraffin-embedded RMSs and 26 other
      SRCTs using one-step RT-PCR. PAX3 -FKHR and PAX7-FKHR transcripts were positive
      in 4/8 and 2/8 cases of ARMS, respectively. 9 ERMSs and 26 other SRCTs were
      negative for PAX3/7-FKHR. In addition, AChR-gamma and AChR-alpha mRNA were
      detected by semiquantitative duplex PCR in above cases and 3 normal muscles. 17
      RMSs were found to have overexpression of AChR-gamma, with an AChR-gamma/-alpha
      ratio of > or =1; 3 cases of normal muscle had very weak AChR-gamma expression,
      with an AChR- gamma/-alpha ratio of <1. AChR-gamma transcripts were not
      detectable in all 26 other SCRTs. The results demonstrated that detection of
      PAX3/7-FKHR fusion gene by one-step RT-PCR is useful in the diagnosis of RMS and 
      that AChR-gamma is overexpressed in Chinese RMS patients.
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TI  - Placental expression of insulin-like growth factor-I, fibroblast growth
      factor-basic, and neural cell adhesion molecule in preeclampsia.
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AB  - OBJECTIVE: To investigate placental expression of insulin-like growth factor-I
      (IGF-I), fibroblast growth factor-basic (FGF-b), and neural cell adhesion
      molecule (N-CAM) in preeclampsia. STUDY DESIGN: An immunohistochemical analysis
      using IGF-I, FGF-b, and N-CAM antibodies was conducted on 4%
      paraformaldehyde-fixed placental tissues of preeclamptic patients (N = 14) and
      normotensive pregnant subjects (N = 10). Immunostaining patterns of chorionic
      villi and amniochorionic membranes were assessed. RESULTS: Significantly
      increased FGF-b and N-CAM immunoreactivities in cytotrophoblasts and increased
      FGF-b immunoreactivity in capillary endothelium of chorionic villi of
      preeclamptic subjects were noted. Significantly increased FGF-b and decreased
      N-CAM immunoreactivities in extravillous trophoblasts and decidual cells of
      amniochorionic membranes obtained from preeclamptic subjects were demonstrated.
      Additionally, a significantly increased IGF-I immunoreactivity was shown in
      decidual cells of preeclamptic cases. CONCLUSION: Investigation of the regional
      distribution of IGF-I, FGF-b, and N-CAM at the maternal-fetal interface
      establishes a better understanding of cell-specific altered growth processes,
      which may be associated with the pathogenesis of preeclampsia.
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TI  - Toxicology and carcinogenesis studies of propargyl alcohol (CAS No. 107-19-7) in 
      F344/N rats and B6C3F1 mice (inhalation studies).
PG  - 1-172
AB  - Propargyl alcohol is a commercially available acetylenic primary alcohol. It is
      also a by-product in the industrial synthesis of butynediol from acetylene and
      formaldehyde with copper acetylide as catalyst. Propargyl alcohol is used as a
      reactant/chemical intermediate, pharmaceutical intermediate, agricultural
      chemical intermediate, soil fumigant, corrosion inhibitor, solvent stabilizer,
      and polymer modifier. It has also been used to prevent the hydrogen embrittlement
      of steel. Propargyl alcohol was nominated by the National Cancer Institute for
      study because of the potential for human exposure in occupational settings
      through inhalation and dermal contact. Male and female F344/N rats and B6C3F1
      mice were exposed to propargyl alcohol (greater than 99% pure) by inhalation for 
      2 weeks, 3 months, or 2 years. Genetic toxicology studies were conducted in
      Salmonella typhimurium and mouse peripheral blood erythrocytes. 2-WEEK STUDY IN
      RATS: Groups of five male and five female rats were exposed to propargyl alcohol 
      vapor at concentrations of 0, 31.3, 62.5, 125, 250, or 500 ppm, 6 hours plus T(90
      )(12 minutes) per day, 5 days per week for 16 days. All males exposed to 125 ppm 
      or greater and all females exposed to 250 or 500 ppm died by the end of day 3 of 
      the study, and one 125 ppm female died on day 5. Mean body weights were
      significantly decreased in 62.5 ppm males and 125 ppm females. Clinical findings 
      in the 125 and 250 ppm groups included lethargy, ataxia, abnormal breathing, and 
      nasal/eye discharge. Right kidney weights of 62.5 and 125 ppm females and liver
      weights of 125 ppm females were significantly greater than those of the chamber
      controls. All 250 and 500 ppm males and females had moderate to marked periportal
      necrosis, congestion, and erythrophagocytosis of the liver. 2-WEEK STUDY IN MICE:
      Groups of five male and five female mice were exposed to propargyl alcohol vapor 
      at concentrations of 0, 31.3, 62.5, 125, 250, or 500 ppm, 6 hours plus T(90) (12 
      minutes) per day, 5 days per week for 17 days. All mice exposed to 125 ppm or
      greater died by day 3 of the study. Mean body weights of mice exposed to 62.5 ppm
      were significantly less than those of the chamber controls. Clinical findings in 
      the 62.5 and/or 125 ppm groups included abnormal breathing, nasal/eye discharge, 
      thinness, and lethargy. Right kidney weights of 31.3 ppm mice were significantly 
      greater, and thymus weights of 62.5 ppm males were significantly less than those 
      of the chamber controls. The livers of all males and females exposed to 250 or
      500 ppm exhibited marked periportal necrosis, congestion, and
      erythrophagocytosis; these lesions also occurred in all 125 ppm males with less
      severity. 3-MONTH STUDY IN RATS: Groups of 10 male and 10 female rats were
      exposed to propargyl alcohol vapor at concentrations of 0, 4, 8, 16, 32, or 64
      ppm, 6 hours plus T(90) (12 minutes) per day, 5 days per week for 14 weeks. All
      rats survived to the end of the study. Mean body weights of all exposed groups
      were similar to those of the chamber control groups. The incidences of minimal to
      mild hyperplasia of respiratory epithelium of the nose were significantly
      increased in all exposed groups except 8 ppm males and 4 ppm females. Squamous
      metaplasia of the respiratory epithelium was noted in a few males and most
      females exposed to 64 ppm. Necrosis of olfactory epithelium was present in half
      of the males and females exposed to 64 ppm and in a few males and females exposed
      to 32 ppm. 3-MONTH STUDY IN MICE: Groups of 10 male and 10 female mice were
      exposed to propargyl alcohol vapor at concentrations of 0, 4, 8, 16, 32, or 64
      ppm, 6 hours plus T(90) (12 minutes) per day, 5 days per week for 14 weeks. All
      mice survived to the end of the study. Mean body weights of males exposed to 8
      ppm or greater and 32 and 64 ppm females were significantly less than those of
      the chamber control groups. Histopathologic changes occurred in the nasal cavity 
      of mice and involved both the respiratory and olfactory epithelium in groups
      exposed to 16 ppm or greater. Lesions included minimal to moderate suppurative
      inflammation, minimal to moderate squamous metaplasia of the respiratory
      epithelium, minimal to mild hyaline degeneration (accumulation) in the
      respiratory epithelium, minimal to moderate olfactory epithelial atrophy, minimal
      to moderate hyperplasia of glands in the olfactory region, minimal necrosis of
      olfactory epithelium, and minimal to moderate turbinate atrophy. There were no
      biologically significant differences in organ weights between exposed and chamber
      control groups. Reproductive tissue parameters of exposed males were similar to
      those of the chamber controls. Only 2/9 female mice in the 64 ppm group exhibited
      regular estrous cyclicity compared to 6/10 in the controls. Females exposed to 16
      ppm differed from chamber controls in the relative time in the estrous stages,
      and 64 ppm females had a significantly increased probability of extended estrus. 
      No gross lesions were observed at necropsy. 2-YEAR STUDY IN RATS: Groups of 50
      male and 50 female rats were exposed to propargyl alcohol vapor at concentrations
      of 0, 16, 32, or 64 ppm, 6 hours plus T(90) (14 minutes) per day, 5 days per week
      for 105 weeks. Survival of 32 and 64 ppm males was significantly less than that
      of the chamber control group. Mean body weights of males exposed to 64 ppm were
      less than those of the chamber controls after week 24 of the study. Nasal
      respiratory epithelial adenomas were present in three 64 ppm males and one 32 ppm
      female; the incidence in 64 ppm males exceeded the historical control ranges. A
      spectrum of nonneoplastic lesions occurred in the respiratory and olfactory
      epithelium of rats at all exposure concentrations. The incidences of respiratory 
      epithelial hyperplasia, respiratory glandular hyperplasia, and olfactory basal
      cell hyperplasia were significantly increased in all exposed groups of rats. The 
      incidences of lesions of the olfactory epithelium including hyperplasia,
      glandular hyperplasia, atrophy, respiratory metaplasia, degeneration, necrosis,
      hyaline droplet accumulation, and chronic active inflammation were significantly 
      increased in one or more exposed groups of males and/or females. The incidence of
      mononuclear cell leukemia was significantly increased in males exposed to 64 ppm,
      and the incidence exceeded the historical control ranges. 2-YEAR STUDY IN MICE:
      Groups of 50 male and 50 female mice were exposed to propargyl alcohol vapor at
      concentrations of 0, 8, 16, or 32 ppm, 6 hours plus T(90) (14 minutes) per day, 5
      days per week for 105 weeks. Survival of exposed groups was similar to that of
      the chamber control groups. Mean body weights of 16 and 32 ppm females were less 
      than those of the chamber control group after weeks 73 and 21, respectively. Eye 
      abnormality (unspecified) was observed after one full year of exposure with the
      incidence increasing in an exposure concentration-related manner. The incidences 
      of nasal respiratory epithelial adenoma increased with a positive trend and were 
      significantly increased in groups exposed to 32 ppm. A spectrum of nonneoplastic 
      lesions occurred in the nasal respiratory and olfactory epithelium of mice at all
      exposure concentrations. The incidences of respiratory epithelial hyperplasia,
      respiratory glandular hyperplasia, and squamous metaplasia were significantly
      increased in most exposed groups of mice. Suppurative inflammation was often
      associated with the squamous metaplasia, and turbinate atrophy was present in all
      exposed mice (except one 16 ppm male). The incidences of olfactory epithelial
      atrophy and respiratory metaplasia were increased in the 16 and 32 ppm groups.
      Significantly increased incidences of Harderian gland adenoma occurred in 8 and
      32 ppm males. GENETIC TOXICOLOGY: Propargyl alcohol was mutagenic in Salmonella
      typhimurium strain TA100 in the absence of liver S9 activation enzymes only; no
      mutagenicity was observed in TA100 in the presence of S9 enzymes, in TA1535
      without S9, or in TA98 with or without S9. In vivo, no significant increases in
      the frequencies of micronucleated normochromatic erythrocytes were observed in
      peripheral blood samples from male mice exposed by inhalation to propargyl
      alcohol for 3 months. In female mice, propargyl alcohol exposure produced a small
      increase in micronucleated erythrocytes that was judged to be equivocal. No
      significant changes in the percentage of polychromatic erythrocytes were seen in 
      either male or female mice after 3 months of exposure to propargyl alcohol.
      CONCLUSIONS: Under the conditions of these 2-year inhalation studies, there was
      some evidence of carcinogenetic activity of propargyl alcohol in male F344/N rats
      based on increased incidences of nasal respiratory epithelial adenoma and
      mononuclear cell leukemia. There was no evidence of carcinogenic activity of
      propargyl alcohol in female F344/N rats exposed to 16, 32, or 64 ppm. There was
      some evidence of carcinogenic activity of propargyl alcohol in male and female
      B6C3F1 mice based on increased incidences of nasal respiratory epithelial
      adenoma. The increased incidences of Harderian gland adenoma in male B6C3F1 mice 
      may have been related to exposure to propargyl alcohol. Exposure to propargyl
      alcohol resulted in increased incidences of nonneoplastic nasal lesions in male
      and female rats and mice. Synonyms: Ethynylcarbinol; 1-hydroxy-2-propyne;
      3-hydroxy-1-propyne; PA; 1-propyn-3-ol; 1-propyn-3-yl alcohol; 2-propynol;
      3-propynol; propynyl alcohol; 2-propynyl alcohol.
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TI  - Effect of tourism and trade on intestinal parasitic infections in Guatemala.
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AB  - A survey was performed to determine if infection with gastrointestinal parasites 
      differs between the rural and urban poor inhabitants of Guatemala. A total of 317
      stool samples from children in two towns, one rural and one urban, were examined 
      using the formalin-ether concentration method. The overall prevalence of
      parasites in infected children was 67%, 20%, 30%, and 22%, respectively for
      Ascaris lumbricoides, Trichuris trichiura, Giardia duodenalis and Entamoeba
      histolytica in the rural town of La Mano de Leon and 49%, 14%, 15%, and 21%,
      respectively in the urban town of Santa Maria de Jesus. Two sub-studies were
      carried out to determine the effects of (1) gender and (2) age on the rate of
      parasitic infections. Female children in the 1-to 6-year-olds age group in Santa 
      Maria de Jesus had more infections with A. lumbricoides and T. trichiura when
      compared to La Mano de Leon. A. lumbricoides was most prevalent in Santa Maria de
      Jesus. These results propose that accessibility to tourism and trade decreases
      the risk for the establishment of parasitic diseases in children of Guatemala
      possibly due to improvements in basic nutrition and availability of health care.
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TI  - The maintaining of the active laboratory-based surveillance of the acute flaccid 
      paralysis (AFP) cases in Romania in the framework of the strategic plan of the
      global polio eradication initiative.
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AB  - Until 2008 poliomyelitis was controlled in Romania by predominantly using Oral
      Poliovirus Vaccine Sabin (OPV); the alternative vaccination schedule (IPV
      formalin Inactivated Poliovirus Vaccine/OPV) will be implemented starting
      September 2008. The vaccination coverage with 4 doses of TOPV (trivalent oral
      polio vaccine) in the first 14 months of life has been > 90% since 1980. In
      Romania, the risk of the Vaccine-Associated Paralytic Poliomyelitis cases (VAPP) 
      decreased from less than 2 VAPP cases/year in the 1995-2006 interval to 0 VAPP
      cases in 2007. The serological study was performed in 2006-2007 only in cases
      with pair serum samples from 28 acute flaccid paralysis (AFP) cases (age = 3
      months - 14 years) and from 45 facial paralysis (FP) cases (age -6 months - 4
      years 9 months). A high level of vaccinal coverage was shown for all poliovirus
      serotypes: >95% in AFP serum samples investigated; and for FP serum samples
      investigated the levels of antibodies against poliovirus (PV) serotypes were 98% 
      for PV type 1; 87% for PV type 2: and 89% for PV type 3. If the European region
      is polio free since 2002, the risk of wild PV importation from endemic region
      remains present. The laboratory capacity for the fast detection and molecular
      investigations of the emergence of the new epidemic strains and a high level of
      population immunity must be maintained. A national seroprevalence study
      concerning all three PV serotypes must be performed.
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TI  - Burkitt's lymphoma in Uganda: the role of immunohistochemistry in diagnosis.
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AB  - BACKGROUND: Haematoxylin and eosin staining has remained the standard diagnostic 
      method for Burkitt's lymphoma. Ancillary tests including immunohistochemistry,
      not widely available in developing countries, are important tools in verifying
      the diagnosis of lymphomas with equivocal morphological findings. OBJECTIVE: To
      evaluate the reliability of haematoxylin and eosin staining in the diagnosis of
      Burkitt's lymphoma using immunohistochemistry as the gold standard. DESIGN: Cross
      sectional study. SETTING: Department of Pathology laboratory, Makerere University
      Medical School, Uganda. SUBJECTS: One hundred and thirty eight formalin fixed
      paraffin embedded biopsies of Burkitt's lymphoma diagnosed from January 2001 to
      December 2005. RESULTS: Of the 138 tumours, 88.4% were extra-nodal: jaw 36.2%,
      ovary 21%, gastrointestinal tract 12.3% other abdominal 11.6%. Males (55.8%)
      predominated. The sensitivity and specificity of haematoxylin and eosin were
      93.2% and 50% respectively. The positive and negative predictive values were
      91.7% and 55.6%. CONCLUSION: Histology using haematoxylin and eosin staining is
      sensitive in the diagnosis of Burkitt's lymphoma but not very specific.
      Immunohistochemical staining with CD20, Ki-67 and bcl-2 is necessary for
      difficult cases.
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TI  - Detection of cytomegalovirus, parvovirus B19 and herpes simplex viruses in cases 
      of intrauterine fetal death: association with pathological findings.
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AB  - There are previous indications that transplacental transmission of
      cytomegalovirus (CMV), parvovirus B19 (PB19) and herpes simplex virus types 1 and
      2 (HSV-1/2) cause fetal infections, which may lead to fetal death. In a
      prospective case-control study we examined the incidence of these viruses in
      intrauterine fetal death and their association with fetal and placenta
      pathological findings. Molecular assays were performed on placenta tissue
      extracts of 62 fetal deaths and 35 controls for the detection of CMV, PB19 and
      HSV-1/2 genomes. Formalin-fixed, paraffin-embedded liver, spleen and placenta
      tissues of fetal death cases were evaluated histologically. Thirty-four percent
      of placental specimens taken from intrauterine fetal deaths were positive for any
      of the three viruses (16%, 13%, and 5% positive for CMV, PB19, and HSV-1/2,
      respectively), whereas only 6% of those taken from full term newborns were
      positive (P = 0.0017). No dual infection was observed. This difference was also
      observed when fetal deaths with a gestational age <20 weeks or a gestational age 
      >20 weeks were compared with the controls (P = 0.025 and P = 0.0012,
      respectively). Intrauterine death and the control groups differed in the
      detection rate of CMV DNA (16% and 3%, respectively; P = 0.047), which was more
      pronounced in a gestational age >20 weeks (P = 0.03). Examination of the
      pathological findings among the PCR-positive and PCR-negative fetal deaths
      revealed that hydrops fetalis and chronic villitis were more common among the
      former group (P = 0.0003 and P = 0.0005, respectively). In conclusion, an
      association was detected between viral infection and fetal death, which was more 
      pronounced in the advanced gestational age. Fetal hydrops and chronic villitis
      were evidently associated with viral DNA detection in cases of intrauterine
      death.
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